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F-18 EE2EH|E | PET XIR2FE U HISHSIE 7t
AHH(Ref ID) 31(108)
1MAHEHAE)  Jardel (2021)
o OITLASNTVL mEfA
ATEY o O MM FSE ¢, BH Hl(longitudinal study)
- NCT02556502
o OCITICHAIR}
- Zek CSFUM P-TauZl B7t=l0] Uz At
o MEHHHE| V&=
- 24 OlZ=0/E PETOM T-tau’t ©=C=2 J7f6l= Maladie d Alzheimer
o4 LLh Florbetaben 2tit= H|2|gt
SRt CHALR}
CHAIRL 25
g 73%9
SER=r- 60%
=XpEE 7|7t 39.2+13.2 J4€ (14-6374€)
. %J(H?:.*Mb”
- 71=9: FBB
- MR”HI Siemens Medical Solutions, Erlangen, Germany
- or2g2k 300 + 10% MBq
a7 =y - Azt 902
= YE o FEMHH
- £ o %3AF sholst AL O[DIXIE ZE = 2T FE Blind)
- H=7|1E
HIE}OIYUZ0|E +/-: brain amyloid plague load (BAPL) scores,
Y10|H +2 2%t
71&9] ChA| MHZAA X XEHE) o2ZIo| H&k
50| v
Replacement Triage Add-on
%XH Population | Population Population [
At v ¥ ¥ FHTE T|7tE0t
initial tests | New test initial tests |
HE < —¥ - ' =
ciA| = Newltest | = o ¥ Existing test | X|HEHE
Y ¥ ¢_l_f  g— A I Ol=ge=
ARAN-OIHY o OIMY Zub H1gE
o FIHEF DSM-5 7|E& ¥ Z= At HIO|HE 7[Hfet ME M=/t &9 o
Adu-fay g8 o S gyt
o UISYST: 259 & 12H(48%) X[OHRIHE




HAH(Ref ID) 31(108)
1MAHETAHE)  Jardel (2021)
factor Hazard ratio (95% CI) P_value
Clinical characteristics
Age 1.046 [0.970-1.117 0.18
Gender (men) 1.144 [0.330-3.970 0.83
Educational level 1.033 [0.650-1.542 0.89
Biomarkers
Amvloid PET 3.071 [0.969-9.736 0.06
CSF T-Tau 1.002 [0.998-1.005 0.34
CSF _P-Tau 1.007 [0.971-1.043 0.71
CSF_A42 0.998 [0.996-1.000 0.08
c UIESEE™T
amyloid PET
+ —
- + 6 6
]
*ioh - 2 11
* Final diagnoses proposed by a panel of experts blinded to the PET
results
Positive Negative
amyloid PET | amyloid PET
Alzheimer's disease 5 6
Dementia with Lewy body 1 2
Frontotemporal lobar dementia 1 2
Vascular dementia 0 1
Corticobasal dementia 1 0
Multiple system atrophy 0 1
Focal temporal epilepsy 0 1
Psychiatric disease 0 3
No neurodegenerative or
e 0 1
psychiatric disease
T CSFOIM P-tau7t S7Hl CHOIIM amyloid PET=2 3L X|ODHZA 2HH O 2
T R
H|T AT £

o O
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1HAHETHE):  Jardel (2021)
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O s
H2N0| Cj3t 22
matE SRRANE ZAL B, BAEALY AFREH 2|1 ME)S 7145
| csruM P-Tawt vt
Z3E BRI QuNE0l 2ande snEgol SN g | T O 28 Ho QU= BXINIS ChY
EEVRRT, Desy | SF slo] Qe X
SlotX| 12 &+ US
gY 2. SMEAHE)
Ttk 5t JH 0] SMAAZL AEH A2, 2219 ZAM| CHal 2tSHA 2.
HISY A
EXZA] Ch3H 718510, 130] OfEA| SHE|T SAEIQU=R] 7S5
Final diagnoses
XA AT HTEF ZA 20| O3t M Qo] 2.9 proposed by a panel
1| eed = 0 otQ .
A= Q=71 O 28 of experts blinded to
the PET results
& o brain amyloid plaque
2 | YARTE AIBEHUS FR, Ol AMEO BAERETR O oY load (BAPL) scores,
0 z2 Y10l +2 Tist
AY: @ we
TP 28 T SO HIS0| XY & AT O =2
O S
H2N0| )3t 22
st . | 92 @ %s
STHASH ZAS] 48, Z} s140] 2HTAO| HAEDT Ao o=t
&7} U=Tp 5
0O =&
9ol 3: ATNEE AL
HISY Y
TR0 s 71250 T200] O{EA 2HED MUK T|SEHAIL:
DSM-5 7|& 2 BE &t
@ of % HOEE Jlutet G2
HOEE FAE O BYES Bae| 7RY X 2eR oL NS
|| HUEE s fe Rans Bl 7 |0y selel sto] T 7
i 2 HE ARt
Final diagnoses
HOEZE 2N 2= SXAA 220 Ot B2 Q0| @ q proposed by a panel
p | EoEE BN 0 otQ .
M= =Tt O 28 of experts blinded to
the PET results
) _ . _ AY: @ WS
HTEE ZMet ZAle 48 T= ATFMOIN HISHO| X2 ® Oie
A Ol=7|? =0
& QUeop: O S8
H2N0| 3t 22
= bS A Al S5 T1AFO| SHAIR|D _?_E:I: M %
HTEEO ofsf HolE A MM} S| azR0| O:s
HBSH| Q2 227}t YT O Ssa
§ol 4: PRI A
HISY Y
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HAH(Ref ID) 104 (354)
1MAHEHAE)  Lee (2020)
omey ¢ SRR AR
o AN 2SN ISE
o AR
- Rk AZQIXKMONEKKnaMCl 34, aMCl 68: ¢, ME WSHZE HE)
o IEAEHA| 71E
[ME7 1=
- =01 2UX|OH
- HEt QXY |52 HE
- SgN 2515
— X[0H7} Ofd CH&FAY
~ 2R QIX[ZION 20l
aMCI: the Korean version of the Consortium to Establish a Registry
for Alzheimer's disease (CERAD-K)2Q| 7|99 HAE(HOZEE, TS,
THO| QA RN Y HAE)IL A, Y, ussF0| BEE FUt 15
AL S ot
AR} naMCl: 7|92 HAE(HOIRS, Hojsly, S0 QA XX 3l HAE)J}
A, M8, usSF0| EFE Mot -1.58 01401, 4709 H|7|Y HAE
(Boston Naming, Visuospatial Construction, and Sematic Fluency and
Stroop Color Word test)2| St 7§ OAO| -1.5 0|2k
(&
- A 710 S 01 = Us oAt osfd E AFsHA Fst
A7 S S0 F4 5 HEH UYAME 02z Hids, JAAs &
O, AIA| OO U= E2
A aMCl naMCI P-value
e CHAIR 68 34
AH 74.6 74.3 0.801
g8, 94 10(14.7%) 5(14.7%) 1.000
MMSE (Z-score) -1.12 -0.42 0.001
N PAVN p
- 7|=9%: FBB
- AE2%H|: ECAT EXACT47scanner (Siemens—CTl; Knoxville, TN, USA)
- U288 NR
- AIZE NR
=5 %ﬁ—iﬂ.%@ o )
e - =EE A HXEHES} O0|XE AESH = Holellt MEoVt BIIE ol
e UX=E Gkt
UX|E: Kappa 0.822(aMCI 0.729, naMCl: 1.000)
- BEYE
HIEIOIZLZ0|= +/-: brain amyloid plaque load (BAPL) scores,
4719 HHFH & MO oiLt Oy 28 E= 38S A
- By o ZB ASQ MEQ, S50, MTQ U SH
S LT
At 71=9 Ui HELA BE T T et
=8 20l aMCI2}t naMC| Z& -
2 I — =
ATZN-OtHY o oM Auk NR
- fay
Adn-fad - YaEE YA
A Oldol XA MEAAE HdF FAOHEoPE ZMEHA S0 Sof




CERAD-K,

AB negative
24 (35.3%)
25 (73.5%)

AB positive
44 (64.7%)
9 (26.5%)

aMCI vs. naMCI P value ¢0.001
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(clinical dementia rating (CDR),
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HH(Ref ID) 132 (455)
1MAHETAHE)  Alongi (2019)
eI ared=rl OIEEI_OT
B o AN 2SN ISE
o CIIOHAAL
- Zgk MZERYY X|ofeld SEROAM X|DHZHERIT
o MEHHHA| 7IE
[ME|E
- REMEEE 7|IE A, MEEAMSEOZ X|0HO| A ekt
- 35k, 53 M HiHE {5t HIA ESRHCT/MRI)
- FDG-PET &% S 3712y Of2UZ0|E PETS &I StAt
ACH - CIfMO2 WSt 2F FH0| QU= SANCFeHA: AMZny FAlat SARdD
AR Holet MEO|, Helst MEQE 1Y)
- 1270 FHaE
AD C2 Xof N
AR (B 443) 28 13 3
A 72.3 72.3 68
g4, 54 9 (32.1%) 11 (84.6%) 1 (33.3%)
MMSE 19 22.6 26.5
s MM
- 71=3: FBB
- AEH|: hybrid PET/CT Discovery-STE system (General Electric Medical
o4 Systems, Milwaukee, WI, USA)
S - AlZE AEFY F 902F 1687 EY
o FHEAHH
- OJ0JX| X{7+: 3D-OSEM(ordered expected maximization) Y¥12|E 7|&E
- B=7E
A2t Tk 9l standardized uptake value ratio(SUVR) SO2 Mt
o H{WZAH
- 7|29 F18 FDG-PET
- A% General Electric Discovery STE PET/CT
- U4=8Z NR
Hlﬂ el i=F Nell=} =F=3 = =]
ZA} - AlZh 23 E 458% 1687 2Y
r;l:rg o FHEAUH
- O|OJX| M7+A: OSEM(ordered expected maximization) Y1125 7|&
- B=7IE
Statistical Parametric Mapping (SPM8) software2 21510 XAl ChxL
IS0 Hlwel TZet A|IZEC=E T
BN .
ZiA} Jlse o | dEEA | Bx ey | e
pL=1 . SS
e gl X0t Fler
oA
ATAN-OIFY o OFMM Auk NR
- a4
ATEN-Ray - OEE CReEHA JoTtiH
A, Aldst A 3 AMFAES HOHE HEECE CIEENIM ZIT




HH(Ref ID) 132 (455)

1XHA(ETAE)  Alongi (2019)

(CHSIRY: A, SAT, gAML, sHoist 12o]

ol &3 7|Et GHOI=)

—

, efel MEoz 74)
A

5
OARIZ: Md, O, I, WY WY U IRE YN A0 SSCDR), Y5t
m]

o
HedilE: CSFAMe & HEd HiEL OFZR0|E, EFR, Qlitst Bt
MAMAMEIKR:  MMSE(Mini-Mental ~ State  Examination),  Rey
auditory-verbal learning test, prose(*t2) memory test, attentive

|

matrices(Z2|2), Raven, and Corsi span S

. XIf BT Yeie

o=
TP FP | FN N
AD amyloid PET 24 0 4 3
FDG 24 4 3
o2 | amyloid PET 2 0 11 3
X|0H FDG 5 0 8 3
X0 | amyloid PET 26 0 13 3
HA FDG 29 0 12 3
e CDR value 19| B3 ROC curve
sensitivity specificity AUC
amyloid PET 91 79 85
FDG PET 86 67 76
PSP « OIYUZ0|E PETE Y=5I0|HY 24 XHN =2 05=s 2
BT
RPN I PSVN TS
QUADAS-2
HH(Ref ID): 132 (455)
1XMRHETAHE):  Alongi (2019)
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GAHH(Ref ID)

151 (503)

THMAHETAT)

Ciarmiello_a (2019), Ciarmiello_b (2019)

ATEY

. Simas=IL oj2jof

. A TN BSE

ALCH

oAt

0 1@
rf

o CICHMRL
- A3k amnestic mild cognitive impairment ZITH 2k}
MERBHA] 7|2

(M7=

- BOA| 0|4

- Petersen 7|92 amnestic MCl RIS SiX}

- MMSE > 243

- Clinical Dementia Rating(CDR) 0.5

- X047t gl daME Jiset

[(HIL7 &
55, IHIE

O2= BIMAIN OF

L]

CHefXp 63

oy 75.97
CENE 27 (42.9%)
MMSE 25.4 + 3.07

0 Ofy
IE =

SHEAE
- 715Y: FBB (YSTE 25U PETHAD

- AFZH|: DISCOVERY TM 710 PET/CT scanner (GE Medical Systems.

Milwaukee, WI, USA)
- of=gar 306 + 29 MBq

T=oo
- ARk oi2%9| 86+8ES 3DPER HY

=T -
YA

- O|O|X| M74: 3-D OSEM algorithm 125 7|5

- H=7|1E
standardized uptake value ratio(SUVR) SO& Mt
cut-off 7|& SUVr + ) 1.3

7|=2| A HEGA 22 HEEY)
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00!

o QIR7 |50k
- 5 M2 B

ot

719

IM' il
0X =
o =
H1

L]

o Zuk NR

° O_E;L)d
TT- o
- OHEEF MMSE 7t 2 MA™MD MFO| CIHE
MESE= CDR H: A2, EMCs =

score; NMCs = Non—-memory cognition composite score &

L]

MCIOIA 7| ZE &8 T =

==X
o=

Episodic Memory composite

Solf AT,

|

=

sensi | speci OR
Ciarmiello_a P |Fp | N | TN | DMty | ficity | gng
- (95% | (95% )
Ch) Ch
EMCs 80% | 79% | 14.67
(episodic memory 28 6 7 122 679 | 639 | (4.3
composite score: +< 3) 4) 49.9)
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HAH(Ref ID) 151 (503)
1HAHETHE)  Ciarmiello_a (2019), Ciarmiello_b (2019)
0.125,
- 0.125)
(Non—merrl:lgfgscomposite /2% | 65% | 4.65
. 23 11 91| 20 | (568 | (488 | (1.6~
score: + 7) 1 13.5)
< 0.06, - > 0.06) '
aMClI 72% | 58% 3.54
(+MMSE < 24, -MMSE 18 16 71 22 | 549 | (42-7 | (1.2-
) 24 0) 4) 10.5)
o 19 FHTEG IYRKE8E)Q X0 MEHESE
Mattis Dementia Rating Scale
(Ab+)1.3) sensitivi | specifici PPV | NPV
. . ty ty o
Ciarmiello_b - FETF T (95% (95% (9C5|‘)% (9C5|)A>
PIN|N Cl) Cl
+
Reliable
. A 12| 5| 2| 18| (46-83 (7497 | (70-9 | (588
Rating (RCH&LO] %) %) 4%) 7%)
Scale FootA|
A5t
4%
« OMUZ0|E SUVrY cutoff 1.32 MCIOIAl OIAE 7|9 HOKS =7(0f 2
XA 22 498
* X7| OIZ=0|E FZ0| aMCI2tKIe| QIX| HEIE OIS & AUS
H|10
*H XA 7'
QUADAS-2
AH(Ref ID): 151 (503_1), 151 (503_2)
1XMAHEHAHE):  Ciarmiello_a (2019), Ciarmiello_b (2019)
# | "Ip|E I 7|&
¥ 1: EX|MES
HE2 9
SR MEH S T|SGHAIR
O O:" SSEN Al oz dl
1| HAEe QSN EE £k RE9| EE0|YETR 0 o2 5o g, 25
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StH(Ref ID) 4(445)
1MAESTHHE)  Ferrari (2019)
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_ 7[ )\I_Tl_jp o|x| o-|o<| |:||-5'_)H 6HE II-QH = 8|-L_|- 0 /él-_q| %!/él—%/él—
ﬁj;“ 9 o[o|x| ZAHFDG-PET, MR or SPECT)Z 4813} CijAMX}
© ChAIE
ChAt R} 38
Ay median 63A|
g4, 848 15 (39.5%)
o BN ZAAY
- 7|=Y: FBB
- AR ZH|: Discovery 710 system(General Electric Healthcare, Milwaukee,
USA)
et=&2k 300 £ 20% MBg
- A2k k2 FAL QOEF 20272+ E#Y
o FAE AR
- & ol =HE siolst o|AfY} 7elof w2} olo|X|E HE
- olo|X] ZHE ZAH|: XelerisTM Workstation(GE Healthcare, Waukesha,
Wisconsin, USA)
- F2 do: F5Y 3 MFY, ML /HMEYE, FHY
o - BEI|E
by 1) HiEtot 20[= +/-
od
2 ey
Beta—amyloid7t 4712] & A & A
0= 170 LHOIA EHAME HE=2|Z2 H0| | Beta—amyloid7} SEEOIN S420|
=X QE mAE ZHERZTK| SHE HWME | 4749 L FH RO HARHD Y=
S Ol Z=XototHL S0 #HU O | 8%
I:IH:IL-I Lo 7{o
IITL. O
2) each region involvement: 3 point Regional Cortical Tracer
Uptake (RCTU) scoreZ 7St &+ Brain Amyloid Plaques Load

(BAPL) scorezZ H7}|

Table 3: regional involvement score methods for "°Florbetaben-PET.

RCTU Score

1. No tracer uptake

Tracer uptake in grey matter is lower than that in white matter

2. Moderate tracer
uptake

Tracer uptake in a small area is greater or equal to that present in white
matter: over most of the slices within each region, extending beyond the
white matter rim to the outer boundary of the cerebral cortex

3. Severe tracer uptake

Tracer uptake in a large area is greater than or equal to that present in
white matter; whole slices within each region, extending beyond the
while matter rim to the outer boundary of the cerebral cortex

BAPL score

1. Negative

RCTU score of 1 in each brain region

2. Moderate

RCTU score of 2 in any brain region and no score 3

3. Severe

RCTU score of 3 in any of the 4 brain regions (lateral temporal lobes,
frontal lobes, posterior cingulate/precuneus, parietal lobes)

RCTU: Regional Cortical Tracer Uptake, BAPL: Brain Amyloid Plaques Load.
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1XHA(ETHE)  Spallazzi (2019)
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o AR
- 2k QIXIHO olaletk}
o IEABHA| 71E
[MH7IE
- 24 QIX| Z2H
- 45-85A|
- Heket ZIHHO| gL S=talat Ty
(&
%‘?EH - MMSE of <10, Clinical Dementia Rating ) 2
At - O™ OtUZ0|E HAl 3K}, X2 QISk 2Kt QIO 2HAL
A MCI AD FTD oD
CHAIRE: 104 69 18 7 10
A 69.1 69.4 68.9 64.7 70.6
g4, g4 51.9% 59.4% 43.7% 14.2% 50%
MMSE 23.7+x46 | 25.8+£25 | 17.63+4.3 19.7+5 21.8x4.2
o7 AD, Alzheimer’'s disease dementia; FTD, frontotemporal dementia;
Bt OD, other dementia diagnosis;
s MM
- 7|1&Y: FBB (Y&TAL T PET ZAD
- ANE&H|: Dalla Rosa Prati PET Centre in Parma, using a whole-body
hybrid system Discovery 1Q (GE Healthcare)
- E2ak 240-360 MBg(4 MBa/kg)
S - A7k =23 902 = 108 &Y
YE o FEAdY
- 239 2HUR MRV YHYEOM AR e=2 TH
- B=7E
three—grade scoring system (RCTU -regional cortical tracer uptake)2
2 HIKSt & BAPL (brain Amyloid plaque load) score2 Tt
184, 2or 3 ¥
=X
zAHr 71&0] o Mz B FE) s
HE St o5 HAXICH =
oA —= See——E
AFZN-OtY o OFd Auk NR
- a4
- FOHEZE AMF0 HMEo9| QXY B+ H O 3olE St 2CE
Solf Tl
o DT FET 3 FHHSEE
HREY-EY ™| PP | AN TN [ SRR
MCI &It 43 5 8 113 5 (10%) | 8 (38%)
AD UATIE 15 0 2 |1 0 (0% | 2 (67%)
FTD QUAFIE 0 2 0 |5 2 (100%) | 0 (0%)
OD QUAFICH 3 1 0 |6 1(25%) | 0 (0%)
MA 2= » OIE=0|E PET2 X[ 3 QIXIHOH ZITHOl| 27HM01 FHE HMiSe!
B

* M OAMAE ZIE
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SHME A=t o the consensus of the
D SHAI N B
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Clinical diagnosis was
established at the end of
the workup and prior to
the Amy-PET scan, with
~ - _ N ™ o the consensus of the
1 SHAAE)Q BOES AAL Atolof HESH AlZt 0 oL neurologists in our
2t40| QA=7})? o s} Al memory clinic, according
O === to clinical criteria
The average interval
between the dementia
workup and
[18F]florbetaben PET scan
was 71+ 70 days.
M o
2 | EE BXE2 HUEE HAE 2UA=7R 0O o4 HEoEFELA ©H2
O 23
M o
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O 23
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THAHETHAT)

De-Wilde (2018)

HTEY

o Aydi=Th HEHE
o A7EA: TN ISE
(Alzheimer Biomarkers in Daily Practice (ABIDE) project)

ALCH
ot

0 1@
oF 4

o YA

- =sk MC opleiZ2l YEK o

. MEiHHH| 71E
[HE71E

- MCI oJAlgtrt
(M7=

- ojsiEom Hory,

oL T

AN 22X 7|Ef AlZZEE

- 0% OFLZ0|= PET #Ab 3}
- OIZ=0|E PET At AN, AMS HO &

PET ZARE TEH

MCI

=2

= —
ot S

Dementia

MCI

SCD

TR
(HA| 507F)

234

114

159

ofe]

66

67

61

g%, 9

58%

64%

62%

MMSE

23+4

27+2

28+7

SCD: subjective cognitive decline

0 Ofy
IE =

o ST
- 71=9: FBB
- AEEZAH]: 3-Tesla Philips
- =22k 300 MBg + 20%
- AlZh A=Y 90~1102 & EF

PEpS|
=0

o 2471
ol o | MeaEn ol

g NEala AL JIE lab ZAb Y KIS
(MRDO| ZIEECr OfLI2t O2 & 92 S BE Af ATt WIS of7, o

CHot ZGi0] Ofz= CtstH 2

P | FP L FN| TN

128 23 36 | 47

OoL_L
MCI ATIE 45 10 27 |32
SCD aEH 6 30 10 | 113
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1NAETAHE)  De-Wilde (2018)
. T 3 XE Hs
PET ZuE 4180 MZo0A S7het 7 2= ZiH, Eel Qe TH, 2Kt
X=E MWE7), 2tk x|=9| Hish= HH QR 7|E0= 20
Dementia MCI SCD
in) HIZIE Tt B in) HIZIE
Change in
diagnostic
confidence. 10 (15) | 9(14) | 13(18) | 17 (16) | 12 (17) | 6 (13)
mean (SD)
Change in
management 58 (35) | 13 (19) | 26 35) | 10 (24) | 4 (25) | 13 (9)
(total), No. (%)
Ancillary
investigations, | 19 (12) | 8 (11) 5 (7) 4010 | 2 (13 5 (4)
No. (%)
Relevant
medication
(including trial | 45 27) | 5(7) | 21 (29 | 5(12) 1(6) 3 ()
referral), No.
(%)
Care, No. (%) 2 (1) 23 23 3@ 3 (20 5 (4)
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As part of the Alzheimer
Biomarkers in Daily
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routine diagnostic workup
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A whole-brain visual
assessment was performed
by 1 nuclear medicine
~ _ N ™ o physician (B.N.vB.), who
1 SHAAL Z2ats HFoEE ZAF Aot Cis "E glo| 0 ofLe was masked to clinical
S A E|Q =T} o 1 Al information. In case of
O === serious doubt of a PET
result, we consulted with
Piramal Enterprises Ltd for
a second reading.
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d27p O 24 dementia evaluation
Clinical diagnoses were
established by a
_ N ™ o consensus at weekly
5 HFouE dA Zlt= STHAA Zotof chst FR 810 0 oL multidisciplinary meetings
S E| A =712 o p Al using conventional clinical
O === criteria without knowledge
of amyloid PET or
cerebrospinal fluid results.
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AH(Ref ID)

1

74 (733)

1MAHETHAE)

Ceccaldi (2018)

ATEY

Cltpdli=7) ZHA
G AA: 44 T3 open label study (NCT02681172)

o1y
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SR

- 2k X|H(AD)2IY

&1}

AEHHHR] 7=

(M7=

- Aol e= 14749 DA 7|SZ2|H0A work up

- 3o
110
20
3

o}

DO AAr B 9
2: SZZH|EfH PET
D BEKIO|AH PET AZH ZE1}

A

o ==
Y= Sl T

A

AR

205

orey

70.9

g%, Jd

50.2%

MMSE

22.1+5.1

0 1@
oF 4

SHEAY

- 71&%: FBB

- AE=2ZH|: NR

- Y283 300 MBg *+ 20%

T=oo
- Az oi2%9l 90-1108 & 2%

=T -
P p gl
- EHEY2 siolsfnt MEIIF ZIMIE{OA TH
- H=7|1E
regional cortical tracer uptake scoring system(brain amyloid plagque
load (BAPL) score) ¥, 402 ot
score 1= negative; score 2 or 3 = positive

0 Of
oF =

S

At 71=9| thA| UL

ol

o5t
o o
ol LITHHS} Xz Hs}

A

g 21k NR

+ R84
- YOEE
= Mini-Mental State Examination 2 O
L GMA|IBHENIMRI] E= ZEH HEEY|
= UMTEIPL Setalet Aut 3 CSF AAf

0p0
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M
>
i
ol
i)

o MEEAE 2l J|HEMS HIEIOZ 3t QAFRICE
= T 24— = o= o C OO L-L—
HTENRES . mo mas o owiss
™ [ FP [ FN[ TN
- AB PET AZHM ZTEH | 109 23 54 119
X1t <
AB PET AS ZIH | 76 56 61 12

- ZITHsE & 137H(66.8%): AB+ZE 76/132H(57.6%) H3},
AB-% 61/73%(83.6%) #H3t,
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HH(Ref ID) 174 (733)

1HA(ETHE)  Ceccaldi (2018)

s XE#a| st 164F/205 (80%)

o SEEQI X|0f THOIN  florbetaben PETS HEotH R I 2|2 7HH0]

NAH A= _ _
" Es et 272 M=a

HIT

* M KA ZlE

QUADAS-2

HEH(Ref ID): 174 (733)

1MAHETHAHE): Ceccaldi (2018)
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ZEE BXNZ] YA 2| HYYSo| M-
Hesix #g 27t ATk O 2aa
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ZIHA AT AT EE HAF Aol it ®u oo | O Y
SNAA 2ot Toas HAF 200 Cist 2 gio| orud ojzoio
1 JO_HAﬁE|O'|h7|'? D |- | L HHEAT
regional cortical tracer
o of uptake scoring system
2 | YA ALBEIAS HL, Ol Al BAIEYE=TR | O oy o oD Hei
0 23t score 1= negative; score 2
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AH(Ref ID)

251 (1386)

1MAHETHAE)

Ong (2015)

ATEY

. P17

Lo ™1

S

e e

TFSE (NCT01138111)

ALCH
=

0 1@
I 4

o CIFLCHAIKY

- sk MCl 2kt
MERHIR| 71E
[ME|E

XY 71%22Y

SIS
ddEds =8

24 60M Ok, 2|2 749 Ft

[RI27 1=
- X[of

6710 ey
E(46+7 months)

Cie Az m

Ol MCI7 [0
Moz 43ls

A

AR

45

o1

72.5

g%, 9

61%

MMSE

27.3+0.3

Ot=
-

H=ES, LY 3215, UE,

FUHELE B, 459 B0 E=
OtMIZSZOIAEIZHA AN E= HTES

Q.UJ_

aixt £2

oo A
l_J'—I'fE Ol_l_

UM}, FBBAZH 24A0ICH AN FIgk2EA

SAHZAE

- 7|1=%: FBB

- AEEZAH]: 3D GSO Phillips Allegro PET camera
- A2 E3 286+19MBqg

T=co-
- ARE oh229l 90-1102 & HY

=T -
AR

- mEIE
standardized uptake value (SUV) >1.48 7|E0=2
visual 7|ECZ2E =

0 OfA
IE =

71=9f thA|

BESYNTRESIE
A Azt3t Ok BrS0]

P Rol0jet Hs2

X
]

HOHE

= FBBAZH 20 AN RHEZ3 Mini-Mental State Examination,
Clinical Dementia Rating scale(CDR), 7|9ZEl &2 0|28t AAA|SHH
WIE HEC= AZu Mzelo| HH
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Y=o X
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HH(Ref ID) 251 (1386)
1MAHEHAHEE)  Ong (2015)
TP FP | FN | TN
2UEXH ADZ T3 Os8E:
(SUVR >1.4 7|%) 8 6 2 19
EE: RS EREE
(visual read 7|%)
4Axt ADZE 21 o=SEE:
(SUVR >1.4 7|%) 21 3 ° 19
XAt A2 + 18F-ZZZSHEM PET2 Y=ol0|HES AMM OilSok=0l 0[5 ZHAIY
H|
*H XA 71E
QUADAS-2
AHAH(Ref ID): 251 (1386)
1HAHEHAHE): Ong (2015)
#_| "IPIE "ytAs | 718
ol 1: SIXIME
EEEE
SAp MEf WS IS EHAIL:
O o
1 | MRS Glax B2 w= 2XQ BEOIQET O ofle oZgts
M ==t
™ o
2 | SX-CHET HAE LSRRt O oty MCI 2k}
0 =8y
™ o
3 | Y At BHES HHE TSRkt O ot
O =8y
e m *2
BRI Mol HEYO| XY £ ATk O &8
O =2
HE'dof| thet 22
ZoE SX A AL B4, SEARL AFB=H 2|0 ME)E 7|E5HAL:
TS BXRI ANLTO| BHDEe WAL vk @ s
erotx @ 97t UsTh D Z5y
g 2: SHAUAKES)
aroF ot 7§ o|&te| SIHAALZL ALBE AL, Ztzio| ZALof| CHal 2HdstAl 2.
IEEEE
SHAAL| CHe Z|=st, 2240] OjE A $™HE|0 HMERA=X] 7| SHAL:
SXZA Aote BIEE ZA Z0) oppt B2 g0l (2R SWvge J|Eo2
T S slosat 0O o S5 7| BE
O 234
2 o standard| ed_uptake value
2 | YAXIZE AEBEIRE ER, Ol AMEO| HAERRA=2F | O oL R SJSUV 45 7|—’-§—2§
= SEAL 2 IOt
O E%I'E 4 5 ==
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ATk o Egu
HEgoll tht 28
°E1' ™ LIS
SAAS ZAel £, 23 HM0] EARY HyBEH} | T S IT
NUERCE P E) o By
=% 3: SumE Ak
IEERE
HOEFO O3 7|=5tn 3240 OEA S8 ML A=R 7S5t L
o of Mini-Mental State
ADEZE HAFS CHAF ZHMEIE XNols 2350 A Examination, Clinical
1 71::-? : A ot HHYENE Hs| +2S A 0] otL|e Dementia Ratin o
227t 0O 24 scale(CDR) S =23t
== AIZp 2o ALt
All participants underwent
a neuropsychological
evaluation by a
7 o neuropsychologist who
HDEE HA e SMAA ZT0| i F= ol was blinded to the
2 | sMe9=Tt 0O o4 imaging results.
O E RS AT 0O esta Diagnostic classification at
2 years was performed by
a neurologist blind to the
FBB and quantitative HV
results.
= 5 " e AE: ¥ 'S
HauzE dAMet dMel +¥8 E= ZuiMoM HIEZ0| =
g 4 Y=k D25y
X840 oot 28
031. =
Ha=Ezo osf HeolE iy AEME 7 ZaHE T O o
u™Bo MK %S 227 YTk ===
= =
EEREEERE I
IEEEE
SHYAL FDEE HAE LA B2 SAE £= (SEERUM AEE) 2X2 BOIM H2lE SAES 7I&80tAL:
SHEAS)S HOEE HA AMO[Q] AlZE 28T O AO[of A[HE SHEUES 7|S5tA2:
o of The neuropsychological
ST AAHS)Q HDEZT ZAF AtO|O] HESH A7t evaluation was conducted
1 7170 YY=7p O ot up to 4 weeks prior to
=TT MMl 0 2kl the 18F-Florbetaben PET
scan.
M o
2 | BE SAE2 HIEE HME EUA=TR O ot L
O 23
™ o
3 | SAE2 ST HuuFE HAE gA=IR O ot
O g2y
M o
4 | RE X7 240 2R A= O ot
O g2ty
Y = *a
APTH IPo|lM HIEZO| ZHE + A=7R O =3
O =4
EX: 2SO0t 5. TE HAN MAY ZH StREHoz AT 2014
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AH(Ref ID) 269 (1611)

1HAHEHHE)  Tiepolt (2013)

oy 0 OTSEE s
STTS e ol BRUIED GCPIE, 7 21, HIRES| 9N 24 AlF)

IO

- &3k mild to moderate AD 22Xt A= Dj&ISH AHZOI

o MEHHHA| 7|E

[ME7|E]

- NINCDS-ADRDA 7|&1t revised Diagnostic and Statistical Manual of

%EL;H Mental Disorders V2 Q4f Ttk

< AD A
CHATRFS 25 25
AH 70.9 67.1
g4, g4 56% 56%
MMSE 225+2.2 29.2+0.8

0L rQ
o 4

o SHAAE
- 71=%: FBB
- AZEH|: Siemens/CTIl, Knoxville, TN

s - oIEgeR 300460 MBq
S - AZE 92X9) 00~130% S 45-6057t 2
. oMY
- EEiE
S0l 3R19 BRIt SN HHYSI0| ARIEOR Tt
S o227
244} lse o | MEmA | wx wpw) | e
N — oo
ST e
e
CIPAI-OIFE  + ORI HI NR
Y
- = HEx:

Clinical Dementia Rating, Mini Mental State Examination (MMSE)
|

a
u
S o, Mzl ZNE S8 AT

o ZIHHEIT: sensitivities 80%, specificities 96%
™ [ FP [ FN [ TN
AD ZIH 20 1 5 24

MA 22 * 18F-SZ=H|EMI A AIZR2 Y=50|0Y TEH| Feks DIXIA| Y5

H|O

* M KA ZlE
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QUADAS-2

eH(Ref ID): 269 (1611)

1XAHETHE):  Tiepolt (2013)
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1| ARe dsN BE b X9 ER2OIYETR O ote o AN 24 AlE, THH
@ 2 25, d502 o F 9l
O o
2 | Atz EAIE mEtRiETt M OfL gxt-tiz== 22
0 23
™ o
3 | 3E g7 BRHEY HHE ToA=TR O ot L
0 =2
A": O Re
X MEoAM HIEZ0] XA E + A=7h M ==
O S84
X840 thet 28
ZSE SXTAE FAL S, SHEME MY J2(1 ME)S 7IEstAL
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First, the images from all
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SN Aot HDEE AA 220l ot B= go] | 2 and visually assessed by
1 A E| o= po O ot three independent experts
M 0O 23HA blinded to the subjects’
identity and group
affiliation
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HH(Ref ID) 279 (1794)
1MAETHE)  Barthel (2011)
o =ik =Y
o1 A o CITAA! 24 UMHEA-TIED)
- e 20084 8 1¥1}t 2009 3& 31Y &, 5, Af4A 2 0= 1874 MH,
Ci7|2, open-label, HISAR| e 24 AL
o ACHEAL
- Azt Alzheimer's disease M2t HZUHEL
o IEAEHA| 71E
PSHES
- NINCDS-ADRDA 7|&1} revised Diagnostic and Statistical Manual of
Mental Disorders V2 4 XIEt
- 1 5OAM| O, A 69 WSS O
=1y (A7 |E]
AFRH - OE A3A E= A EH, 22 AdE B g3s A8 Ex oE, S0rgst
OletX oK
AUX510|H yarayd
CHAN KRS 81 69
k] 70.7 68.2
A, 94 58% 43.5%
o471 MMSE 226 29.3
a4 - NN
- 7|=Y: FBB
- AE=2ZH|: NR
- or=gar 300MBq + 20%
- A2k 2423 90~1308 £ 45~60=7F Y
XN o FHEMHH
2 - 3FO| AUMTIH JEIL 2HE X k| PET 27t S2XNC= FY HSA Al
ZIMo=z HIt
- B=7E
brain amyloid-8 plaque load (BAPL) score (1=no amyloid-8 load,
2=minor amyloid-8 load, 3=signifi cant amyloid-8 load)
L 881, ¥4-2-3
S
24} Jlsel o | MeEn | wx mm@w) | e
&‘I% 30| XS =
oA —= =

o OMHY ZiR PET ZAIRKD 1532 7 A S =Y
LA EAL 2H 2, HUE, FAH B EUEZ, SHHAL BAE ZUHEE
« 1039 L=ol0|HY ARt 14HO| et RS ZEHQ 16%)01A
29719] A= o BEAE0| 2i1E
JHd St OlES: FOER HEE FARSY OlES
YA a3 A

o] NSO ZZ0N SSEW, GHRISOr sl

- a4
- YOHZE
= NINCDS-ADRDA 7|&2} revised Diagnostic and Statistical Manual of
Mental Disorders V2 Q4F It
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HH(Ref ID) 279 (1794)

1XMAHETHE)  Barthel (2011)

TR Qi o AR

clinical dementia rating (CDR),

Consortium to Establish a Registry for Alzheimer’s Disease (CERAD),
MMSE(mini-mental state examination), 7|Ef 2IX| HAt & =3

= MRIE & E= 0 L ZeS iAo | ol
o JEEEE

TP [ FP [ FN[ TN

FEE 90~1102 = | 62 6 16 | 62

AD I o= 45~608 H= 63 7 15 | 61

T2= 110~1308 H= | 61 7 17 61

XA Z= 18F-S22H|EfHl PETS YX510|HE X[0f RITh LT2|S0IA AJZEQl HX
- 2= & 7tsd0] AS
H| D

* M OAMAE ZIE

QUADAS-2

AH(Ref ID): 279 (1794)

1XAHETHE):  Barthel (2011)

#_| grl= \ 7tZa \ 21E
o] 1: SIXMEA
HEY 918
SR} ME HHE TS5 L.
0 o 187 MEOIM BE EF A
1 | Hdd2 g4 B2 T FAE9 220I%A=7R O ot 2oj= olzgle - T
M %§}.AI = T L HHAO
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2 | BR-HET 2AE miEREth M OfL|2 SR =T 27
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3 | 3E g7 BRHEY HHE ToA=TR O oty
0 =8y
A": O Re
gxE MEoM HEZO] X E + A=7P M =S
O S84
=g o tjet 97
ZOE SINTFARE HAL B, SHEML ME5H J2(0 ME)S 7IEstAL
OE:‘. D LIS
I SHE| SIXl20F QlAFAISIO| 2S5 1XHO] SHAIXI S .=l >a
l":j:_:‘: gn_ﬁl'l‘;J-I'oI:IOOo;%I_I |_|_-|—E—I °—||:|E|_o" IZI _;:‘:__% g}xl__EHZ‘SE_ )é-|7:”
Meretx| %2 287t ATk =
===
d9 2: SHHAHE
GrofF ot 7§ oldol SMAAMIL AEE AL Zizio] ZALY CHsH 2HESIAL.
HEY A8
SMAA| O3 7|&std, a0 O{EA AT HPMEUER] 7| S5 L

SHAA 2= HoEE dAF 20 it 2 §lo|
M| A=71?

oo™
mWr o2
Jot =
nz o

The florbetaben (**F) PET
data were visually
assessed during a
centralised masked read
at the imaging core
laboratory by three
independent brain PET
experts who were masked
to the clinical diagnosis
and all other clinical
findings.
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brain amyloid-p plaque
load (BAPL) score (1=no
amyloid-B load, 2=minor

™ o amyloid- Ioag 3=signifi
ol Qrjole 7o [ o L cant amyloid-B load)
2 | YAXRZE ABEJAE BR, Ol MEY BAERA=7R | O OJ*IF% 1 was classifi 'ed as
O === PET-negative, and BAPL
scores of 2 and 3
were classifi ed as
PET-positive
=X A 280 = UM EE aig] XgfE A e m RS
SHAMe £ == siMaPgofM HE-0] Xl + 0 =s
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~ O Ss4
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=8 ¢
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=3+ OlAF Ol

o 1 oo =
MA™MAAL clinical
dementla rating (CDR),
Consortium to Establish a

- ™ o
ANDNHEZE A= OjA RHAEIE A Registry for Alzheimer's
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HAH(Ref ID) 281 (1802)
1HAHEHHE)  Villemagne (2011)
omey  ° STABRE 5%
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A PD: Parkinson disease, DLB: dementia with Lewy bodies,
48 MCI: mild cognitive impairment, AD: Alzheimer disease
FTLD: frontotemporal lobar degeneration, VaD: vascular dementia
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1MAHETHE)  Villemagne (2011)
VaD 3 5 1 27
FTLD 10 5 1 27
DLB 5 5 2 27
AD 29 5 1 27
PD: Parkinson disease, DLB: dementia with Lewy bodies,
MCI: mild cognitive impairment, AD: Alzheimer disease
FTLD: frontotemporal lobar degeneration, VaD: vascular dementia
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24l individual patient simulation using discrete event simulation (DES)
WA FFE: MMSE(Mini-Mental State Examination) A ==ofl k2t Mild,
Moderate, Severe Cl, X|BHZIcHE& S22 F&
7Hg: 2Rt 7| AL HE & ZCh YLHAE ES
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X Sh
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Tasie 3: Model parameters for treatments.
" P— L‘.!cmefltia Predenlemm Data source
Usual care  Florbetaben  Usual care Florbetaben
:‘ Uf;_m“,]m“ weceiviog demeitia hedication it N/A N/A 28% NIA VA VISN 1 and user specification
iagnosis
IfDx=AD+ 7% 100% N/A 100%
[f Dx = non-AD 67% 0% N/A 0%
Distribution of dementia medication Dx = AD+ Dx = Non-AD VAVISN 1
Donepezil 63% 66% 76%
Galantamine 25% 9% 6%
Rivastigmine 5% 4% 1%
Memantine 7% 21% 17%
Maximum dementia treatment duration Life time = User specification
allowed, years 4 E -
Stopping d tia medication if MMSE scol - cificati
i:z}eitul:fklt'lemfn T ImegioRon 1 B Yes N/A User specification
AD; Alzheimer’s disease; Dx: dementia diagnosis; MMSE: mini-mental state examination; N/A: not applicable.
=
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Predementia Cohort: &M 121 net discounted cost savings 7|&
A o|ZH[E $12374 H&, ZHHAIZE $643 H, & $13018 &
Dementia Cohort: &4 1215 net discounted cost savings 7|&
A o|=2H[E $11,086 H&, ZHHEAIZE $303 H&, & $11,389 &
o|2Z2t:
et .
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Dementia Cohort: Predementia Cohort2t FAFEE

SEMN UL

Predementia Cohort: 1,00004 "H=A| X|of MEHA &Kol ZZ = Efl
PETE AlE3S M ¥2 = QALY= 0082, (-0677129), Hd = &
H|-Z2 -$3,059(range —$101,109 ~ $93,610)
21 A2t $50,000/QALY XM EA| ZZH EHH PET= 1000 2| 58%0 A H
8 oMol Hoz ZHFE

Dementia Cohort: 1,0008H 2h=A| X[off MEHA &tXtollA ZZ2H|EHHI PET
£ AEFES I g2 &= QALYE 0.020.000670.09), W &= & H|IS2
—$9525(range —$44,210 ~$1,117)
AA 74 $50,000/QALY M EA| Z=ZH|Etl PET= 1000H 2| 98%0i Al H

2 Fisel o 2FE

Tance 5: Reference-case results.

Outcome (per paticnt) Predementia cohort (n = 320) Dementia cohort (1 = 680)
Usual care Florbetaben Net Usual care Flarbetaben Net

Suarvival, years 6.84 6.94 0.10 4,57 4.57 0.00
Time to confirmed diagnosis, months 4.64 249 =215 5.08 2.66 —2.42
Time in predementia, years 3.22 3.56 0.34 N/A N/A N/A
Time to institutional care, years 5.48 5.72 0.24 317 3.29 0.12
Time in severity, years

Mild 3.53 382 0.29 0.56 0.60 0.04

Mildly moderate 0.46 0.44 -0.02 0.77 0.78 0.01

Moderate 0.48 045 —0.03 0.71 0.71 0.00

Moderately severe 0.42 0.40 -0.01 0.57 0.56 —0.01

Severe 196 1.83 —0.13 1.96 1.92 —0.05
Caregiver time, years 0.92 0.91 —-0.01 0.77 0.78 —0.01
Costs (discounted)

‘Total direct medical care $301,599 $289,225 —5$12,374 $314,156 $303,070 —5$11,086

Caregiver time $47,914 $47,271 —5643 542,311 $42,008 —5303

Total $349,514 $336,456 —-3$13,018 $356,466 $345,077 —5$11,389
QALY (discounted)

Patients 3.53 368 0.15 1.75 1.78 0.03

Caregivers 4.29 4.41 0.12 259 2.60 0.01

Total 7.82 8.09 0.27 4.34 4.37 0.03
ICERs (discounted)

Patients Dominant Dominant

Caregivers Dominant Dominant

Total Dominant Dominant

QALYSs; quality-adjusted life years; ICERs: incremental cost-effectiveness ratios,
Note: inconsistency may occur due to rounding,
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Reference-case net total cost for predementia cohort: $13,018

Baseline age Al at 60 Allat 85
Time to diagnosis under usual care L.5years
Reduction in conversion by treatment HR = (.25 HR = 0.75
Treated at predementia diagnosis under usual care (%) 0% 100%
Reduction in time to diagnosis (%) 70% 0%
Time horizon Syears

Cost of institutional care +25%
Discount rate 0%

Prevalence of AD 80%

Cost of medical care fordementia 12504 _ 2504
Sensitivity/specificity 0.96/0.96 W 0.8/0.8
Unit cost of caregiver time National average wage ($22.99/hr)

Treated based on florbetaben PET scan (%)

Cost of florbetaben PET scan (per scan) $1,725
Reduction in nonpersistence by florbetaben HR = 0.25
—5$50,000 —540,000 —$30,000 —$20,000 —$10,000 30 £10,000

Net total cost

HE = hazard ratio AD = Alzheimer's disease
hr = hour PET = positron emission tomography

Frause 2: Results of univariate sensitivity analyses based on predementia cohort.

Reference-case net total cost for dementia cohort: $11,389

Baseline age All at 60
Time to diagnosis under usual care 1.5 years
096

Reduction in time to diagnosis (%)

—25%

Cost of institutional care

Time horizon Syears
Baseline severity Allmil All severe
Discount rate 0% 5%
Cost of florbetaben PET scan $1,725 $2,875
Reduction in nonpersistence by florbetaben HR=025 [l 4R = |
Treated at diagnosis under usual care (%) AD = 30%, non-AD = 50% B AD = 100%, non-AD = (%
Unit cost of caregiver time National average wage ($22.99/hr)

Cost of nonmedical care for dementia +25%

Cost of diagnostic work-up +25%
Stop treatment rule IfMMSE< 15

Sensitivity/specificity 0.96/0.96 || 0.8/0.8

—$50,000  —$40,000  -$30,000  —$20,000  —$10,000 $0 $10,000
Net total cost

HR = hazard ratio MMSE = mini-mental state examination
AD = Alzheimer’s disease PET = positron emission tomography
hr = hour

Freure 4: Results of univariate sensitivity analyses based on dementia cohort.
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Figure 6: Incremental cost effectiveness plane for dementia cohort.
Figure 5: Incremental cost effectiveness plane for predementia
cohort.
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