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- Behavior problem(OIé
- Cognitive Function (2!X|

ep 2 : Xl 02| &2l (D: disease)
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Step 2:Etiology of Dementia
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Differential Diagnosis

=MMY(Delirium)
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=01 F0l

(Mild cognitive Impairment)




Step 1: Identification of Dementia
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3| & (Retrieval)
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(consolidation)

1) Primary memory (immediate recall)
» stored in reticular activating system
> tested by serial repetition (digits, 3 items)

2) Secondary (recent) memory
» stored in the limbic system,
> tested by 3 objects in 3 minutes H|&#J|AZ A LR
(1Ot FIE =cll SSUACH/ZEZ0| EIIZE BHR)

3) Tertiary memory (remote events)
> stored in the association areas of cortex,
» tested by asking about verifiable remote events
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Step 1: Identification of Dementia : History
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Step 1: Identification of Dementia : Neuropsychological Test

Step 1: Identification of Dementia

2324 FAPE oIy
AA7157N7} Sl 2

Step 1: Etiology of Dementia

Step 2:X| 02| & Q!

AijHEE |Ast

Hgb, HCT, Na/K, Bun/Creatinine, OT/PT (Ammmonia)
Thyroid function test, VDRL,

Vitamine B 12, Folic acid, Homocysteine

Vitamine B1

/Y A2 AL :CT<< Brain MRI (Brain MRA, if needed)
PET (FDG or amyloid-PET, FP CIT PET)
't/ ¥ 2= 2 Al (CNS infection or CSF abeta or tau)

= OHA Al (R/O Epileptic amnesia, limbic encephalitis)
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Brain MRI

Acute/subacute cognitive decline

(Drugs)
- gEEEYE - Opiates
- A 2RET AE Digitalis
- Benzodiazepine A€ - NSAIDS
- 5| AEHE .
_ 7txlof - Steroids

- =S O0[2HA]

- Dopamine & XK

- Beta X}EHA|

- 4B

q

e

o

- opspojEjnyR
B S bt s

YHMI ﬁ‘

D; Differential Diagnosis of Dementia

@ Alzheimer’s Disease
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Dyanamic Biomarker of the Alzheimer’s pathological Cascade
(Leslie & Trojanowski et al, Lancet Neurol 2010)

Abnormal & —— AB '
—— Tau-meditated neuronal injury and dysfunction
—— Brain structure
—— Memory
—— Clinical function

L}

©

=1

£

c

=)

o

E

g

-

4

£

2

&

Normal — >
Cognitively normal [ld] Dementia

Clinical disease stage

FDG-PET: Posterior cingulate—>Lateral Temporal > Frontal
Structural MRI: Medial Temporal-> Lateral Temporal->Frontal

e Xxolo|HEL| 1tstH /da}
1%t Vaccines: AN1792-

Bapneuzimab-Solanezumab-
Gantanerumab

fHdgXxsto|0{H
: PS1, PS2, APP19

First Drugs l

AV1e JOU L1V L2177 19399 £ZUUS ZUUS ZUU7/7 ZULl1L

18F-Florbetaben

| ZE HAL
“Amyloid”
& llTa u"

OjUZ0|E PET

MCBP = 0.03 MCBP = 0.36 MCBP =0.82 MCBP =0.78
o > %
CDRO CDRO CDR O at scan CDR 0.5 DAT
Negative Scan Weakly Positive Scan  (now CDR 0.5) Positive Scan
Positive Scan
XA s
g Z7| L=35l0|0H

[MIC] PIBPET: Q12 ALRILS

Florbetaben FDG-PET : (PIRAMAR); AL HESFIIAZ &
SXE ASI|=DAI=H| 0| &

-16 -



Alzheimer’s Disease
Diagnostic Criteria

NINDCDS-ADRDA AD(1984)

e Revised Criteria of Probable AD(2007)

Probable

1. Dementia established by clinical
examination

2. Dementia confirmed with cognitive
testing

3. Deficits in two or more domains of
cognition

4. Progressive decline in memory and
other cognitive functions

5. Preserved consciousness

6. Onset between ages 40 and 90 years

7. Absence of systemic or other brain
disease that accounts for symptoms

Core diagnostic criteria Early/significant
Episodic Memory Impairment

1. Gradual & progressive change, reported by
Pt or informants over, than 6 months

2. Objective Impairment on Testing:
« After effective encoding of information

* Recall Deficit: No effect on cueing or No
improvement in recognition testing

3. The episodic memory impairment can be
isolated or associated with other
cognitive changes at the onset of AD or as
AD advances

Alzheimer’s Disease
Diagnostic Criteria

* NINDCDS-ADRDA Probable AD(1984)

e Revised Criteria of Probable AD(2007)

Probable

Supportive Feature: 17}X| Of4f

1. Medial temporal Atrophy
= Hippocampus, entorrhinal,
amygdala

= Quantitative (Visual scoring) or
qualitative (Volumetry of ROI)

2. CSF biomarker: A[3421, T-tauTor
phospho-tau T

3. FDG-PET (temporoparietal
hypometabolism) or PIB-PET(+)

4. Proven AD mutation within
immediate family

W& 558 T1-5dd AZAHERH 2 Schelten™ = o H| W A3 (chetx|ofet2]x], 2009)
T1-weighted Axial Visual Rating Scale for an Assessment of MTA (JAD, 2014. 41; 169-178)

Interpeduncular

Crural

Ambient Quadrigeminal

A; Hippocampus;, C; cistern, D:temporal horn
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CASES OF LATE ONSET &
EARLY ONSET DEMENTIA

mETeI, HSE A2

OIS S N LBATIZ ALY

AlZAla|st Wt 2 0A

Alissanrlun SueBWOM YHM3I @

4 = s = vz [N
M@ e 19309 3F 10(PR) ME/RHE M/T6

2 A % 120069 108 238 & & 0 :2E&30
b4 g :HEE048) o 3 o A :E XN E(NR)
B o : I 2N KB

H g B & :02)2645-7589 BEHESN LS HER
E 4 : hes gas NN

BACKGROUND:

Jleie MEHE TAS SR AT AN HYE BN FoE0 QXSS B A o
ZAles B 22 HAS.

HSXIF EII0lE B J1220| @02 2H I 2OLE 8 2ele 24 2 HRE JIAANE
AEEIT, 20| WA 2T BD, 1A ME Lo FILF IISALIK WOIH BtE W50} & WO}
QICID & 223 24513 O} J|210| HOHD 8104, F82 AEE 812 J[2 Y HaE NHGHA JE
CiD SIS, 812 pI0jES, ABASANE EOE SHIH A0, HE SHE 8 |AX e AS
DF JNSS0ID B PAMSSHUISE SHI U0, Y SH4T HAE CILID|, 2082 SRR &
J|Hel DUNE & A4S0 ACHD SIS, ST U HUBUE 25 s

BR= S5O S20/0f, R SN SSM 242 US. 8L 2 F20F2 WBE0, X
10 FOHK| ISHETHALE 2SI, B ABYUNYAS 510 ACLD ZAHAS. BN 4 2 204
HSE OB medicationZ 0101, 2 218 Holl HYEHINES +22 D0 MM WS, HF22 £87|
HIoiE =ese. JiE2 & SO AYS 206K %D, §S AEH S S8 siel, 8l

8HT) gH=Ci1 8.
@) omomanz.
= Profile of Neuropsychological Functions
= 100 gac - S48 100
= %0 90
Z 80 80
- %5 I General Mental State
= 24 W Attention
_ 0 I 60 Wl confrontational Naming
Z %lle 50 . I 50 | visuospatial Function
- 40 . 40 [Bl verbal Memory
z 20 = 30 [ Visual Memory
= 20 I 20 [ Generative Naming
5 . i I Inhibitory Control
; i 1 R
At  ConfNa VisSpa VerMem VisMem GenNa InhiCon
Profile of Memory Functions
100 100
90 90
80 80
70 70
60 60
Sl 50 46.02 50
“ © Hvem
30 30
20 20
10 10
0 o

Immediate recall
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Brain MRI & FDG-PET
(2006)

Department of Neurology, EUMC C1

HFMEEE ot 2N

EE] ] s=pz [
Sagg : 19301 038 1024(22) Sy 1M/ 84
AR 1201543 02 0594 =F0 2E&E0
L] (REEEI (1) EEET © 3 T & (NR)
gy : RE 2 AT R
EolES '02_ Informant CEN OHE
F4 PENRTEER] |

BACKGROUND

Memory impairment® F412 2004-00-24 B A0 2240 HAS0 FU S 812M
JiesE UiEst JEEY ANII=s9 B I=F O] #EH0 6XF M2 I}
SzE.

SETel A0 A3t 1@ FHol HId# A0 = M0 oA UKAS &, LEA
AR AT JIEIA RE AR X2 JINAL S MISACD 8. o2 WS AU
NASE SO0RCE 2LAT W OI0)IE SHEai0 WS & SI0iE2 & XFS S0 20100
MeA=0l UL, OISH=T MBI SH E0AM SN0 S0 OIHE T 3% A0 B
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Cost-Effectiveness of the Use of Biomarkers
in Cerebrospinal Fluid for Alzheimer’s
Disease

° Bac {il d: The use of cerebrospinal fluid (CSF) biomarkers could facilitate early detection of Alzheimer's disease (AD) in

patients with mild cognitive impairment (MCI) and the differential diagnosis between AD and non-AD dementias.

Ohjective: To determine the cost-effectiveness of the use of amyloid-B peptide {AB4: ), total tau and phosphorylated tau proteins

in CSF o diagnose AD in MCI and dementia patients.

Methods: An economic evaluation was performed by means of cost-effecti analysis comparing two AD diagnostic

alternatives: the combined d ination of ABaz proteins, total tau and phosphorylated tau in CSF as biomarkers of AD, and

the dard clinical diagnosis based on the National Institute of Neurological and Communicative Disorders and Stroke and the
*s Disease and Related Disorders Association (NINDS-ADRDA) criteria. A decision analytic model was developed

size the identified evidence and to compare the costs and effectiveness associated with each diagnostic strategy. A

tic sensitivity analysis using 2nd order Monte Carlo simulations was performed. Subsequently, acceptability curves

were calculated and ANCOVA models were applied to the results of the Monte Carlo simulations in order to identify the

parameters that led greater variability in the model outcomes.

Results: The use of CSF biomarkers as an early diagnostic strategy of AD in MCI patients is a dominant alternative (less costly

and more effective strategy than standard clinical diagnostic criteria). In dementia patients, although there is a higher unceriainty,

biomarkers in CSF seem a more cost-effective alternative than standard clinical diagnostic criteria.

Conclusions: Detecting AD in MCI patients by determining AP4;, total tau and phosphorylated tau proteins biomarkers in CSF

is a cost-effective diagnostic alternative. No conclusive results were obtained on dementia patients.

Keywords: Alzheimer’s disease, amyloid-B, biomarkers, cost-effectiveness, diagnosis, phosphorylated tau, total tau
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