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Novinky v diagnostice
Alzheimerovy choroby?

Martin Vyhnalek
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Ukladani B amyloidu predchazi rozvoj demence o 15-
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Preklinicka stadia Klinicka stadia

Ukladani B amyloidu

Ukladani tau proteinu,
ubytek neuronii

Porucha kognice
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Genetické vlivy a vlivy prostredi
Jessen 2013

Hypometabolismus u pacientu Prevalence Alzheimerovského
SMC (n=13) vs kontroly (n=15) profilu v MM

osMc. | n=15
msher| N=13

umol/100gimin

Visser, Verhey, Knol, et al., Lancet Neurology, 8, 619-627, 2009.

Mosconi e al, Biol Psych 2008: 63:609-18
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Analyza preziti: Kaplan-Meierova metoda
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Koho se ptat? SCD

+ Self and informant complaint
— - Informant complaint
Self . -
i bculwall SCC pacient + pecovatel OR = 4,2
SCC pecovatel OR =22

SCC jen pacient OR=21

06
!

Conversion probability
04

7.5
Your

— GraupeHE | 555 Cansnred Groum=HE | —— GroussiC | Cansarst oo |

Reisberg, Shulman, Torossian et al., Outcome over seven
years of healthy adults with and without subjective cognitive 5
impairment, Alzheimer’s & Dementia, 6; 11-24, 2010. T o) 201

Koho se ptat? MCI

Mate strach z demence?

- Self and informant complaint
Informant complaint

Self complaint SCC pacient + pecovatel OR =2,9
No complaint SCC peéovatel OR=22
SCC jen pacient OR=1,0

SCC bez obav OR=1,83
SCC +obavy OR=3,53
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pr— Gifford 2014 Jessen Arch Gen Psychiatry. 2010;67(4):414-422.
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Vérite vice zenam? Jaké obtize ocekavame v preklinické AD?

The continuum of Alzheimer’s disease

SCCuzenOR=1,35

Jessen Arch Gen Psychiatry. 2010;67(4):414-422.
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Vétsi obtize Rychlejsi pokles

* Memory Binding Test (MBT)
» Face Name Associative Memory Exam (FNAME)
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Ivana Tereza Vychovatelka Redaktorka
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Scheltens — MTA scale Je atrofie hipokampu sensitivni
: EW R i T biomarker?
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Kontroly ~ ACH

ROC curve for medial temporal lobe atrophy using a diagnosis of

Alzheimer's disease as the classification variable Je atrofie speC|f|cké’?

Objem hippocampu - Z socre

Kontroly ~ ACH
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Je atrofie opravdu sensitivni?

Left hippocampus

MTA - AUC 0,65

Sensitivity

Apostolova LG et al Alzheimer Dis Assoc Disord. 2012 o
Jan-Mar;26(1):17-27.
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Pacient ED Alzheimerova choroba
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Postizeni
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Alzheimerova choroba Alzheimerova choroba

ktivni

Pamét’ Fatické funkce
Orientace Vizuokonstru-

Postizeni
Postizeni

Hustota tau patologie v mozku

Hipokampus

Kura (P, T aF)

Melissa E Murray“et al. Neuropathologically defined subtypes of Alzheimer's disease with distinct
clinical characteristics: a retrospective study, Lancet Neurology, Volume 10, Issue 9, 2011

LT el Pl Extrahipokampalni varianta ¢astéjSi u
mladych pacientt

S usetienim L.
. Typicka AN  Hipokampalni
hipokampu 155 (n=33)

(n=19)
Pamét 8 (42%) 98 (78%) 31 (94%) APOEt Ei’g;iampélni Typicka Hipokampalni
Jazyk 3 (16%) 8 (6%)
pxekutivl  PICELA) 3 (2%)
EOAD (c4+) FYeZUA) 10 (19%) 3 (6%)
\FALELEGEILIN 2 (11%) 1 (1%)

VLYY 10 (29%) 4 (7%) 1(2%)

() 0, ()
Apraxie 2(11%) (%) LOAD (e4-) 8 (24%) 18 (33%) 13 (27%)

Akalkulie 0 1(1%) LOAD (c4+) 8 (24%) 22 (41%) 32 (65%)
L 2 (11%) 8 (6%)

Nelze urcit 0 2 (2%)
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Hipokampalni varianta asociovana s

ApoE4 a LOAD Progrese a biomarkery AD

Extra
hipokampalni

EOAD (s4-) RUNPLLA 4 (7%) 1 (2%)

APOEt Typicka Hipokampalni

EOAD (c4+) EXPIRA) 10 (19%) 3 (6%)

LOAD (¢4-) 8 (24%) 18 (33%) 13 (27%)

LOAD (s4+) 8 (24%) 22 (41%) 32 (65%)
« Jack 2013

Sensitivita a specificita amyloidového Amyloid PET

PET/MRI (negativni)
- —~

Palmquist 2015, Neurology

Dual-Phase amyloid PET Indikaéni kritéria

‘standardni’ pozdni scan (90 min) ‘perfuzni’ asny scan ’ 2
Stanovi OOP 04-16 SUKL

Indikuje superkonzilarni pracovisté se zkusenosti s
biomarkery:

- VFN, FNM, FN HK, FN Vinohrady, FNUSA, FN
Ostrava, FN Plzen, FN Olomouc

Indikace:

1. Pacienti s MCI nejasné etiologie

2. Nejasna demence u mladych pacientt
3. Pacienti s atypickou demenci
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Mam negativni PET scan - je vyhrano? Mam pozitivni PET scan — mam AD?

Control

i% & om,
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PIB

Je mu 80 a ma MCI — na pet ho neposlem.
Ageismus?

Ma MCI a Apo E 4 — doplnime jesté PET?

Jansen, JAMA 2015
Jansen, JAMA 2015

Sensitivita a specificita CSF

Blenow 2013 Palmquist 2015, Neurology




PET and CSF
(nas soubor)

Shoda:
90% beta-A 66% total Tau 90% p-Tau

CSFTAU CSF p-TAU

poitivni

Bojite se lumbalni punkce?
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Duits, Alzheimer disease and dementia, 2015

Dg kritéria MCI pii AN dle stupné
pravdépodobnosti

Neuronalni
poskozeni (tau,
Diagnosticka kategorie AR(PET & mok) FDG, MRI)

MCI pfi AN spliiujici zakladni klinicka
kritéria Sporna/netestovano Sporna/netestovano

MCI pifi AN stfedni pravdépodobnost + Netestovano
Netestovano

MCI pfi AN- vysoka pravdépodobnost
MCI pravdépodobné nezpilisobena AN
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CSF biomarkery v predikci konverze z
MCI do AD

Total Tau Ratio tau/AB,;
m Mormal <375 pgfmi) | Nermal (<052 pgfmL)

® Abnormal (2375 pg/mL} W Abnormad (20.52 pgimL]
1 1

= vel
i %
04 1 .4
0z 4 L2 |
o+ . - o+ v '
e 1 2 3 4 & o 1 2 3 4 5§

Follow up [years) Follow up |years)

=
=
e
o

Cumulative Survival
=
=

Cumulative Survival

Duits 2014

Dg kritéria MCI pri AN
NIAA 2012

Zakladni klinicka kritéria Vyzkumna kritéria — vyuziti biomarkert

A.
oproti predchozi

(zejnvlé'na epizodicka . Zobrazeni betaamyloidu na
pamét) PET

Snizeni AR 42 v moku

Zachovana

sobéstacnost . ZvySeni tau/fosfotau v
moku

Mediotemporalni atrofie
Progresivni atrofizace
Vylouéeni jinych chorob 9

(vaskularni, metabolicke, mozku
PN) . Porucha
. AD mutace, metabolismu/prokrveni na
ApoE4 homozygoti FDG PET ¢i SPECT

(zanét — cytokiny, oxidativni
stres — isoprostany)

Dg kritéria MCI pri AN
IWG - 2014 - Dubois

A - klinické pfiznaky B - Biomarkery

A

oproti predchozi turovni A, SnizeniAB 42 v moku
(zejména epizodicka B. Zobrazenibetaamyloiduna
pamét) PET

v Gase

Mediotemporalniatrofie
- ivni 5
RozkY

Porucha
metabolismu/prokrvenina

{zanet—scytokiny, oxidativil
stres—isoprostany)



Dg kritéria MCI pii AN
IWG - 2014 - Dubois

oproti predchozi trovni A. Snizeni AR 42 v moku +

(zejména epizodicka 2Zvyseni tau/fosfotau v

pamét) moku

nebo

B. Zobrazeni betaamyloidu na
PET

v ¢ase

AD-type dumentia survival

AD-type dementia survival probabsliny
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Fallow-up in years

Co bude po Betaamyloidovém PET?
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Dékuji za pozornost

Follow-up in years




