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Moznosti lécby ACH

Normalni starnuti — (zadné priznaky)

Preklinicka ACH — (zadné pfiznaky)

Prodromalni ACH ( mirna kognitivni porucha) >

Plne rozvinuta ACH (demence)
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Keywords: Background and objectives: In 2008 a task force was set up to develop a revision of the
Alzheimer’s disease, European Federation of the Neurological Societies (EFNS) guideline for the diagnosis
dementia, diagnosis, and management of Alzheimer’s disease (AD) and other disorders associated with
guideline, management, dementia, published in early 2007. The aim of this revised international guideline was
review, treatment to present a peer-reviewed evidence-based statement for the guidance of practice for

clinical neurologisis, genatricians, psychiatrisis, and other specialist phyvsicians
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Stale prisnejsi metodika

« Studie class I-IV
» Sila doporuceni A,B,C

* Grade system
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Alzheimer's Disease Subtype of Major or Minor Neurocognitive
Disorders Vild

J Proposed Revision Rationale Severity DSM-IvV

The Meurocognitive Disorders Woark Group has posted the draft crteria for the Alzheimer Disease Subtype as an
llustration of how they propose to organize other subtypes. They are inviting comment an the general approach. YWork
on other subtypes is currently in progress, and the Woark Group is in consultation with various expert groups that work
in those areas (e.g. vascular cognitive impairment and dementia, frontotemporal lobar degeneration, dementia with
Lewy bodies, Huntington's disease, Parkinson's disease, traumatic brain injury, etc.).

Alzheimer's Disease Subtype of Major and Minor Neurocognitive Disorders
- Major: Meets criteria for Major Meurocognitive Disarder, with memory being one of the impaired domains.

Minor: Meets criteria for Minaor Meurocognitive Disorder with memory impairment ANMD there is clear supporting
evidence for the Alzheimer etiology (e.g., a positive test for a known mutation in an Alzheimer's disease associated
genel, of with evalving research, documentation based on biomarkers or irmaging.

. Early and prominent impairment in the Memory dormain (rarely, other domains such as visuoconstructive perceptual
dormain may be prominently affected, but Alzheimer's disease would not be diagnosed without clear supporting
imaging, biomarker ar genetic evidence).

Major: Deficits are observed in at least one other domain, often Executive Ability, and as the disease progresses,
in additional domains.

Minor: Only Memory may be affected, but deficits in Executive Abilities are common.
. The course is characterized by gradual onset and continuing cognitive decline

. Bwidence from history, examination, and investigations that deficits are not wholly ar primarily attributable to other
dizorders. However, other such disorders may coexist.




* Funguje

* Nefunguje

* Nedostatek dukazu ze funguje



Ovlivneni klinickeé praxe

* Diagnostika
* Terapie

* Dukazy

* Opravdovi pacienti
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ACH postupuje velmi pozvolne

« Syndrom demence u pacientu s ACH predchazi depozice
amyloidu v mozku (o dekadu drive)

« 20%-30% kognitivné normalnich seniord ma ACH
patologické zmeny v mozku

* 50%-70% pacientt s MCI ma ACH patologii v mozku
(konverze 15% za rok)

Hansson O, et al. Lancet Neurol. 2006;5:228-234; Okello A, et al. Neurology. 2009;73:754-760 ;
Jack CR Jr, et al. Lancet Neurol. 2010;9:119-128
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Likvor — prakticke problemy!

Hladina beta amyloldu

Deviations in cut-off values for beta-amyloid, total tau and phospho tau in (o9
CSFamong European countries
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Hladina celkového tau proteinu

HladIna fosforylovaného tau proteinu
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SPECT - spolecny pacient










MRI volumometrie
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Normalni nalez nebo patologie?

MMSE 30/30



Normalni nalez nebo patologie?

MMSE 12/30



ORIGINAL PAPER

PUVODNI PRACE

Interrater variabilita v hodnoceni miry atrofie
hipokampu pomoci Scheltensovy Skaly

XX
XX

Souhrn

Uvod: V posledni dobé se klade velky diraz na ¢asnou diagnostiku Alzheimerovy choroby. Do
novych diagnostickych kritéril byly zafazeny nové diagnostické metody, které pomoci stanoven
strukturalnich a metabolickych zmé&n mozku tuto ¢asnou diagnostiku umaoziujl. Patfl mezi né
i vySetfenl objemu hipokampu. Scheltens et al zavedli vizualnf skalu na hodnoceni atrofie hipo-
kampa. Cllem studie bylo zjistit interrater variabilitu a ovéfit praktické pouzitf této skaly. Metoda:
Osmi hodnotiteli s rdznym stupném erudice v uzivani Scheltensovy vizualni skaly bylo vyhodno-
ceno 70 magnetickych rezonanc( pacientd s kognitivnl poruchou a zdravych kontrol vysetfenych
v Kognitivnim centru pfi Neurologické klinice FN v Motole. Po kratkém zaskolen! vySetiujicl vy-
hodnotili tréninkowvy vzorek 20 pacientd s naslednym rozborem nélez( u kazdého z hodnotiteld
a poté proved|i vlastnl zaslepené hodnoceni atrofie hipokamp Scheltensovou skalou za pouZiti
snimkd MR v koronarn( roving. Variabilita byla posuzovana pro véech osm hodnotiteld dohro-
mady a pak jesté po jejich rozdéleni na ctyfi zkusené a ctyfi nezkusené (pred Gcasti v této studii
neméli se skalou Zadnou zkuSenost). Wsledky: Nalezli jsme velmi vysoky koeficient shody pro
viechny hodnotitele dohromady pro pravy (K = 0,87) i levy (K = 0,88) hipokampus. Velmi vysoky
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Neuroimaging correlates of pathologically defined subtypes
of Alzheimer’s disease: a case-control study

Jennifer L Whitwell, Dennis W Dickson, Melissa E Murray, Stephen D Weigand, Nirvbol Tosakulwong, Matthew L Senjem, David 5 Knopman,
Bradley F Boeve, Joseph E Parisi, Ronald C Petersen, Clifford R Jack Jr, Keith A Josephs

Summary

Background Three subtypes of Alzheimer's disease (AD) have been pathologically defined on the basis of the
distribution of neurofibrillary tangles: typical AD, hippocampal-sparing AD, and limbic-predominant AD. Compared
with typical AD, hippocampal-sparing AD has more neurofibrillary tangles in the cortex and fewer in the hippocampus,
whereas the opposite pattern is seen in limbic-predominant AD. We aimed to determine whether MRI patterns of
atrophy differ between these subtypes and whether structural neuroimaging could be a useful predictor of pathological
subtype at autopsy.

Methods We identified patients who had been followed up in the Mayo Clinic Alzheimer's Disease Research Center
(Rochester, MN, USA) or in the Alzheimer's Disease Patient Registry (Rochester, MN, USA) between 1992 and 2005.
To be eligible for inclusion, participants had to have had dementia, AD pathology at autopsy (Braak stage =IV and
intermediate to high probability of AD), and an ante-mortem MRI. Cases were assigned to one of three pathological
subtypes—hippocampal-sparing, limbic-predominant, and typical AD—on the basis of neurofibrillary tangle counts
in hippocampus and cortex and ratio of hippocampal to cortical burden, without reference to neuronal loss. Voxel-
based morphometry and atlas-based parcellation were used to compare patterns of grey matter loss between groups
and with age-matched control individuals. Neuroimaging was obtained at the time of first presentation. To summarise
pair-wise group differences, we report the area under the receiver operator characteristic curve (AURQC).

Findings Of 177 eligible patients, 125 (71%) were classified as having typical AD, 33 (19%) as having limbic-

Jredominant AD, and 19 (11%) as having hippocampal-sparing AD. Most patients with typical (98 [78%]) and limbic-

predominant AD (31[94%]) initially presented with an amnestic syndrome, but fewer patients with hippocampal-sparing
AD (eight [42%]) did. The most severe medial temporal atrophy was recorded in patients with limbic-predominant
AD, followed by those with typical disease, and then those with hippocampal-sparing AD. Conversely, the most severe
cortical atrophy was noted in patients with hippocampal-sparing AD, followed by those with typical disease, and then
limbic-predominant AD. The ratio of hippocampal to cortical volumes allowed the best discrimination between
subtypes (p<0.0001; three-way AUROC 0.52 [95% CI 0.47-0.52]; ratio of AUROC to chance classification 3.1
[2-8-3.1]). Patients with typical AD and non-amnesic initial presentation had a significantly higher ratio of
hippocampal to cortical volumes (median 0.045 [IQR 0.035-0.056]) than did those with an amnesic presentation
(0-041 [0-031-0-057]; p=0-001).

Interpretation Patterns of atrophy on MRI differ across the pathological subtypes of AD. MRI regional volumetric
analysis can reliably track the distribution of neurofibrillary tangle pathology and can predict pathological subtype of
AD at autopsy.
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pathology in aphasic versus amnestic dementia
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Neuropathologically defined subtypes of Alzheimer’s disease
with distinct clinical characteristics: a retrospective study

Melissa E Murray, Neill R Graff-Radford, OwenA Ross, Ronald C Petersen, Ranjan Duara, Dennis W Dickson

Summary

Background Neurofibrillary pathology has a stereotypical progression in Alzheimer’s disease (AD) that is encapsulated
in the Braak staging scheme; however, some AD cases are atypical and do not fit into this scheme. We aimed to
compare clinical and neuropathological features between typical and atypical AD cases.

Methods AD cases with a Braak neurofibrillary tangle stage of more than IV were identified from a brain bank
database. By use of thioflavin-§ fluorescence microscopy, we assessed the density and the distribution of neurofibrillary
tangles in three cortical regions and two hippocampal sectors. These data were used to construct an algorithm to
classify AD cases into typical, hippocampal sparing, or limbic predominant. Classified cases were then compared for
clinical, demographic, pathological, and genetic characteristics. An independent cohort of AD cases was assessed to
validate findings from the initial cohort.

Findings 889 cases of AD, 398 men and 491 women with age at death of 37-103 vears, were classified with the
algorithm as hippocampal sparing (97 cases [11%]), typical (665 [75%]), or limbic predominant (127 [14%]). By
comparison with tyvpical AD, neurofibrillary tangle counts per 0.125 mm?2 in hippocampal sparing cases were higher
in cortical areas (median 13, IQR 11-16) and lower in the hippocampus (7-5, 5-2-9.5), whereas counts in limbic-
predominant cases were lower in cortical areas (4.3, 3.0-5.7) and higher in the hippocampus (27, 22-35).
Hippocampal sparing cases had less hippocampal atrophy than did typical and limbic-predominant cases. Patients
with hippocampal sparing AD were younger at death (mean 72 years [SD 10]) and a higher proportion of them were
men (61 [63%]), whereas those with limbic-predominant AD were older (mean 86 years [SD 6]) and a higher
proportion of them were women (87 [69%]). Microtubule-associated protein tau (MAPT) H1H1 genotype was more
common in limbic-predominant AD (54 [70%]) than in hippocampal sparing AD (24 [46%]; p=0-011), but did not
differ significantly between limbic-predominant and typical AD (204 [59%]; p=0-11). Apolipoprotein E (APOE) =4
allele status differed between AD subtypes only when data were stratified by age at onset. Clinical presentation, age
at onset, disease duration, and rate of cognitive decline differed between the AD subtypes. These findings were
confirmed in a validation cohort of 113 patients with AD.

Interpretation These data support the hypothesis that AD has distinct clinicopathological subtypes. Hippocampal
sparing and limbic-predominant AD subtypes might account for about 25% of cases, and hence should be considered
when designing clinical, genetic, biomarker, and treatment studies in patients with AD.
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Tri podtypy Alzheimerovy choroby

Hippocampal sparing




Je rozdil casna a pozdni?

. Casna — atypické formy, E4 negativni

« Metabolické biomarkery - prinosnéjsi a specifictéjsi
 Strukturalni biomarkery— méné pfinosné

» Diferencialni diagnostika ostatni demence

 Osobni zkusenost — mnoho FTLD, 7 JCD
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Na vysledku v testu?

Jednotky: 19

18-21
Témata: nadprumeér,
=+1sd

Jedn 20: 9 14

Temata_20: 5 9-16 pramér

I: VI:
Il: po 30min:
li: I-V:
IV: rekognice:
V: konfabulace:
B: kfivka uceni:

plocha

podpramér, <-1,5sd
podpramer, <-1,5sd
prameér, <-0,5sd
FP: 1
opakova.: 6

16 slov:

Pojmenov.:

Vybaveno:
Konfabulace: 1

Celkem 15  14-16 primér

S napoveédou vyb.: 8

NOSOroZec

napovéda normalizuje vykon




Nebo na spotrebe vody?
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The use of neuropsychological tests across Europe: the need for a
consensus in the use of assessment tools for dementia
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2 nstitute of Molecular Medicine, Faculty of Medicine, University of Lishon, Lishon, Portugal: "Memory Clinic, Department of Neurology,

Charles University, 2nd Medical Faculty and Motol Hospital Prague, Prague, Czech Republic; and “Department of Neurology, VU University

Medical Center, Amsterdam, The Netherlands

Keywords:
dementia diagnosis,
neuropsychological tests

Received 25 November 2009
Accepted 14 May 2010

Background and purpose: The centres dedicated to dementia throughout Europe use
different neuropsychological tests in clinical practice. The European Federation of
Neurological Societies task force on neuropsychological tests produced this survey on
neuropsychological tests currently being used in different European countries to
gather knowledge on the practice of dementia centres and to promote the harmoni-
zation of such instruments and future multicentre collaborations.

Methods: National representatives of 34 countries received a questionnaire and 25
(73.5%) sent it back.

Results: A few instruments, Mini-Mental State Examination (MMSE), Trail Making
Test (TMT), Verbal Fluency and Clock Drawing Test, were available in all countries.
Wechsler Adult Intelligence Scales and MMSE were reported to be valid, respectively,
in 20 (80%) and 19 (76%) countries, whereas Verbal Fluency and Stroop Test are
valid in 18 (72%) of them. Of the 25 countries, 17 have validation norms for Clock
Drawing Test and TMT (68%), and Neuropsychiatric Inventory, Alzheimer’s Disease
Assessment Scale — Cognitive Subscale, Rey Complex Figure Test, Digit Symbol and
Beck Depression Inventory were standardized in 16 countries (64%). The remaining
tests were validated, at most, in about half of them. Not all countries certificate
neuropsychology.




Kognitivni pokles koreluje s tau

Braak H, Braak E. Neuropathological stageing of Alzheimer-related changes. Acta
Neuropathologica, 1991



1 — gyrus temporalis superior, 2 — medius, 3- inferior, 4 — fusiformis (occipitotemporalis lateralis), 5
— parahipokampalis (occipitotemporalis medialis), 6 — hipokampus, 7 - fisura Sylvii (cerebri
lateralis), 8 — temporalni roh postranni komory, 9 — sulcus temporalis superior, 10 — inferior, 11 —
sulcus occipitotemporalis lateralis, 12 — sulcus collateralis, 13 — transentorhinalni kortex
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Anhamnesa

Nemohu si vybavit meno
toho herce

Casto hledam své bryle

« Kdyz jdu na nakup, musim si
vSe napsat.



Genetika

e E2

« E4/E2, E4/E3

- E4/E4

« E3/E3 - TOM 407



Dukazy — inhibitory a memantine, hranice MMSE umélé

Nedostatek dukazu pro kombinaci
Dukazy, ze nefunguji nootropika

Nedostatek dukazu ze funguje EGb761, nitrendipin,
nefarmakologické postupy

Jak byste |eCili svou babiCku?

Dozijeme se dukazu kauzalni |éCby?



