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Tauopatie, TDP-43 a FTD spektrum

Irena Rektorova
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Progresivni supranuklearni paralyza
PSP

Sporadické onemocnéni
Vek =2 40 let v pocatku onemocneni
Postupna progrese

4R tauopatie
Prevalence 5-7/100 000
Symptomy

*Motorickeé

*Redové

*Behavioralni/ kognitivni

Hbéglinger et al., 2017
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Nova diagnosticka kritéria

* Hlavni symptomy
* Okulomotorické: PSP, | sakady, apraxie otevirani o&i

» Posturalni: pady, pull test +

* AKineze: zarazy chiize béhem 3 let, axialni parkinsnniemiis
Kognitivni: nfvPPA, apraxie fec€i, F syndrom, ¢ :

* Podpurné symptomy/ markery

Spatna odpovidavost na L-dopa

Hypokineticka/ spasticka dysartrie, dysfagie, fotofobie
Atrofie/ hypometabolismus mesencephala
Postsynapticka degenerace striata — IBZM SPECT

Hbéglinger et al., 2017
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PSP diagnostika: Hlavni symptomy

Core clinical features

Functional Domain

Levels of Certainty  Ocular Motor Dysfunction Postural Instability AKinesia Cognitive Dysfunction
Level 1 O1: P1: Al: C1:
Vertical supranuclear gaze Repeated unprovoked  Progressive gait  Speech/language disorder, i.e., nonfluent/
palsy falls within 3 years freezing within ~ agrammatic variant of primary
3 years progressive aphasia or progressive apraxia
of speech
Level 2 02: P2: A2: C2:
Slow velocity of vertical Tendency to fall on Parkinsonism, Frontal cognitive/behavioral presentation
saccades the pull-test within 3 akinetic-rigid,
years predominantly
axial, and
levodopa
resistant
Level 3 03: P3: A3: C3:
Frequent macro square wave  More than two steps Parkinsonism, Corticobasal syndrome
jerks or “eyelid opening backward on the pull-  with tremor
apraxia” test within 3 years and/or
asymmetric
and/or levodopa
responsive

Hoéglinger et al., 2017

==
me
o=



B MU
PSP diagnostika: podporujici symptomy

Supportive features

Clinical Clues Imaging Findings

CC1: IF1:

Levodopa-resistance Predominant midbrain atrophy or hypometabolism
CcC2: IF2:

Hypokinetic, spastic dysarthria  Postsynaptic striatal dopaminergic degeneration

CC3:
Dysphagia

CC4:
Photophobia

» Genetic risks: H1 haplotype, MAPT gene variants
(GWAS)

Hbéglinger et al., 2017
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Senzitivita a specificita kritérii

* The overall sensitivity of the 2017 MDS-PSP

criteria was 87.9% compared to 45.5% for NINDS-
PSP criteria (National Institutes of Neurological
Disease and Society for Progressive Supranuclear
Palsy criteria; Litvan et al., 1996)

* The specificity of the MDS-PSP criteria for
probable PSP was 85.7% and 90.5% for NINDS-
PSP criteria

Ali et al., 2018
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PSP formy

FAKULTNI ®
NEMOCNICE

U SV. ANNY
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Clinical syndrome
Richardson’s syndrome ———p PSP-RS <4— RSnotdueto PSP
Parkinsonism > PSP-p
Gait freezing N PSP-PGF | | |
I S
Corticobasal syndrome » PSP-CBS ' ! 4
—.h; ...............................
— e e |
nfvPPA » PSPSL | ¢ :
—e—.. .......... '
bvFTD B PSP-F | |
—l -------------------------------------
Cerebellar ataxia PSP-C
PSP pathology T Other pathology
PSP with mixed pathology

Boxer et al, 2017

==
me
o=



EHPCEITEC

Vyvoj PSP symptomu v Case

Disease severity

Asymptomatic

Death
A

Richardson's syndrome -------- 2

Variant PSP syndromes - - - - -- - -- »

Suggestive of PSP ========--=ssrmmmmneennnn »

Presymptomatic PSP ----# No clinical progression ----
>

Time

Boxer et al, 2017
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The Progressive Supranuclear Palsy Clinical Deficits Scale

Functional
Domain
VUGS ERG (1474 No akinesia or rigidity

Bradyphrenia

No bradyphrenia

No communicative

Communication 0 Siineron

Dysphagia No dysphagia

No ocular motor

Eye movements  [VRIIem

No impairment in
finger dexterity

Gait & balance No postural instability

Finger dexterity

1 = Mild Deficit

Slow movements, but full
range possible

Equivocal or mild, but not
interfering with activities of
daily living

Mild communicative
dysfunction, but easily
understood

Mild dysphagia, but no
dietary adaptations
required

Slow vertical saccades

Somewhat slow, but no
help required when using
knife and fork, buttoning
clothes, washing hands
and face.

Postural instability, but
unassisted gait possible

Reduced range in active
movements

Interfering moderately
with activities of daily
living

Moderate communicative
dysfunction, partly not
understood

Moderate dysphagia,
dietary adaptations
required

Vertical supranuclear
gaze palsy

Extremely slow or
occasional help required

Gait possible with
walking aid

2 = Moderate Deficit | 3 = Severe Deficit m

Reduced range in
passive movements

Interfering severely with
activities of daily living

Severe communicative
dysfunction, cannot be
understood

Severe dysphagia , oral
nutrition impossible

Vertical & horizontal

supranuclear gaze palsy

Considerable help or total
assistance needed

Gait impossible

Total Score

Movement Disorders, Volume: 35, Issue: 4, Pages: 650-661, First published: 17 January 2020, DOI: (10.1002/mds.27964)
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Smartphone: kognitivni testovani FTD

Figure 1. Screenshots of Smartphone Cognitive Tests and Testing Schedule

[&] Flanker [£] cofmo-go [€] cardsort

X .o 3

E Asymptomatic vs prodromal (discovery) E] Asymptomatic vs prodromal (validation)
Wihich direction s the center 1.0, 1.0,
Guck pointing?
Lan pe
0.8 0.8
[E] memory
> 0.6 > 06
= =
[ [
e & 0.4 & 04
a
. red .
L Test (AUC) o Test (AUC)
a0 J¥oai| - aP - 0.2 ALLFTD mAPP (0.82) 024 v ALLFTD mAPP (0.81)
blue L ‘:‘_ - UDS3-EF (0.80) | 7 UDS3-EF (0.83)
. . | . MoCA (0.69) ! MoCA (0.67)

° ° ° ° 0 0.2 0.4 0.6 08 1.0 0 0.2 0.4 0.6 08 1.0
No Masxch Maich
" Yes 1-Specificity 1-Specificity

Staffaroni et al., JAMA 2024
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Clinical Syndromes
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PAGF Parkinsonism Richardson bvFTD
Syndrome

AD

A.
Frontal lobe
2';;?:;“0" - Tufted astrocytes
- Coiled bodies in
oligodendrocytes

- Globoid NFT

Parietal lobe
Alien limb
Apraxia

Temporal lobe
Language
impairments

Midbrain
Ocular motor
abnormalities

Substantia Nigra
Parkinsonism

Pons/Medulla/
DN of Cerebellum

Postural Instability

Coughlin and
Litvan, 2020

Basal ganglia
Parkinsonism
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Mozkovy patologie PSP-RS a
kognitivni fenotyp
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Frontal cortex
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_Subthalamic nucleus

Midbrain tegumentum

Richardson group
B Akinesia group
B Cognitive group

Not significantly different in three groups

Koizumi et al., 2024
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MRI markery PSP

Hummingbird sign
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Both signs are highly specific (2 97.7%) in patients with early clinical diagnosis of PSP versus PD
Or MSA, but insufficiently sensitive (35.3%)



MR planimetrie
MRPI (MR parkinsonism index), MRPI 2.0

Formula: [(P/M) x (MCP/SCP)]

Quattrone et al., 2008
Nigro et al., 2016
Scherfler et al., 2016

multiplying the automated MRPI
by the automated 3 V
width/frontal horns (FHs) width ratio

Quattrone et al., Mov Disord 2022

Quattrone et al., 2022
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MR planimetrie
MRPI (MR parkinsonism index), MRPI 2.0

Sensitivity

1.0

0.8

0.6

0.4

02

0.0

PSP-P vs PD

Bl Training cohort (AUC, 0.93)

[ Testing cohort (AUC, 0.92)

1.0

0.8

T T T T
0.6 04 0.2 0.0

Specificity

Sensitivity

1.0

08

0.6

04

0.2

0.0

U SV. ANNYA

PSP-P vs HC

B Training cohort (AUC, 0.97)

B Testing cohort (AUC, 0.94)

T T T T T T
1.0 0.8 0.6 0.4 0.2 0.0

Specificity

Quattrone et al., 2022
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Neuropathological correlation supports
automated logistic differential diagnosis

2 1
Referral i Automated image-based i Final clinical Neuropathological
diagnosis i algorithm diagnosis i diagnosis diagnosis
i f&\ :
: e, |
: 4 & ‘z' PDRP Level 1: i
; IPDvs. APS
8 =Y - ég% MSARP mp |
: P Level 2: i
i MSAvs. PSP |
i PSPRP i
~4 years from i 8F-FDG PET Measurement of Disease i Follow-up Autopsy
symptom i scan disease-related probability ! (~2 more (another ~2
onset : network patterns i years) years)
e ee e e . e e . . e . e . e e e e e e e e e ;
SChlndIbeCk et al’ 2021 Proportion of correct diagnoses (%)
0o
RESEARCH ART'CLE Autopsy
90 [~ Final clinical

PET-based (" 80-88% diagnosis
diagnosis

Automatic covariance pattern analysis outperforms visual reading s |
of '8F-fluorodeoxyglucose-positron emission tomography (FDG-PET)
in variant progressive supranuclear palsy T refera

diagnosis

Ralph Buchert, PhD,"* © Florian Wegner, MD,2 Hans-Jiirgen Huppertz, MD,® ® Georg Berding, MD,* sor

Matthias Brendel, MD,%>®7 (® |vayla Apostolova, MD," @ Carsten Buhmann, MD,® Alexander Dierks, MD,°

Sabrina Katzdobler, MD,%” "9 ® Martin Klietz, MD,? ® Johannes Levin, MD,%”:"° © Nima Mahmoudi, MD,"" 50 |-

Andreas Rinscheid, PhD,'? Sophia Rogozinski, MD,? Jost-Julian Rumpf, MD,'® Christine Schneider, MD,* £

Sophia Stocklein, MD,'® Phoebe G. Spetsieris, PhD,'® David Eidelberg, MD, '® Mike P. Wattjes, MD, PhD,"" ol
Osama Sabri, MD,"” Henryk Barthel, MD,"” Gunter Héglinger, MD,%6:19 4 years 6 years 8 years

for the Alzheimer’s Disease Neuroimaging Initiative
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Journal of Neurology (2023) 270:2451-2467
https://doi.org/10.1007/s00415-022-11556-3

REVIEW fa)

Check for
updates

Tau PET imaging in progressive supranuclear palsy: a systematic
review and meta-analysis

Jianing Jin' - Dongning Su’ - Junjiao Zhang' - Xiaohong Li® - Tao Feng'?

Received: 30 October 2022 / Revised: 28 December 2022 / Accented: 28 December 2022 / Published online: 12 Januarv 2023

« 18F-PM-PBB3 (18F-Florzolotau) and 18F-PI-2620 - binding to 4R-tau
isoforms and less off target binding

(B) Pooled PSP

»

(C) PSP-RS

(D) PSP-non-RS

, | _ Feng-Tao Liu et al.,
L ' - , 2023

(E) Pooled PSP > HC
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Kortikobazalni degenerace: CBD
» Patologie: astrocytarni plaky v bilé hmoté
Table 4 Proposed clinical phenotypes (syndromes) associated with the pathology of corticobasal degeneration®
Syndrome Features
Probable corticobasal syndrome Asymmetric presentation of 2 of: a) limb rigidity or akinesia, b) limb dystonia, c) limb myoclonus plus 2 of: d) orobuccal or
limb apraxia, e) cortical sensory deficit, f) alien limb phenomena (more than simple levitation)
Possible corticobasal syndrome May be symmetric: 1 of: a) limb rigidity or akinesia, b) limb dystonia, ) limb myoclonus plus 1 of: d) orobuccal or limb

apraxia, e) cortical sensory deficit, f) alien limb phenomena (more than simple levitation)
Frontal behavioral-spatial syndrome Two of: a) executive dysfunction, b) behavioral or personality changes, c) visuospatial deficits

Nonfluent/agrammatic variant of primary  Effortful, agrammatic speech plus at least one of: a) impaired grammar/sentence comprehension with relatively preserved
progressive aphasia single word comprehension, or b) groping, distorted speech production (apraxia of speech)

Progressive supranuclear palsy syndrome Three of: a) axial or symmetric limb rigidity or akinesia, b) postural instability or falls, c) urinary incontinence, d) behavioral
changes, e) supranuclear vertical gaze palsy or decreased velocity of vertical saccades

» Tau mutation allowed (unlike other gene mutations
which are present in CBS)

« CBS (syndrome): CBD but also PSP pathologies, AD,
TDP-43 particularly in PGRN, CJD

Armstrong et al., 2013
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Classic Text No. 29

/s On the symptomatology of left-sided
o Teakid temporal lobe atrophy’

Prof. A. PICK, Prague

Translated and annotated by
D. M. GIRLING and G. E. BERRIOS?

”...pronounced atrophy of the gyri of the left hemisphere,
particularly of the left temporal lobe...”

“...it seems right to state that a more or less sharply circumscribed
type of aphasia may exist at a particular point in time and

be related to circumscribed, perhaps simple atrophic,

brain changes.”

Arnold Pick
(1851 — 1924)
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FTD: frontotemporalni
demence

3. nejCastejsi demence
neurodegenerativniho ptvodu
RA: 20-30% pacientu (AD)
10-15% ALS

50% ALS — behavioralni poruchy
PocCatek nejCasteji do 65 let veku, progrese

* 4 formy: bvFTD, nfvPPA, svPPA, IVPPA (PPA: Gorno-
Tempini, 2011, Rascovsky et al., 2011)

* 40% tauopatie, 60% ubiquitinopatie
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CBD/PSP/PID

C TAUOPATHY

Josephs et al., 2008
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Patologie FTD
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CBD

T Tvee | (Tvre
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Fig. 1 Frontotemporal lobar degeneration (FTLD) molecular classifi-
cation. 3R, 3 repeat; 4R, 4 repeat; aFTLDU, atypical FTLD with
ubiquitin-positive inclusions; AGD, argyrophilic grain disease; BIBD,
basophilic inclusion body disease; CBD, corticobasal degeneration;
FET, fused in sarcoma, Ewing's sarcoma, TATA-binding protein-
associated factor 15; GGT, globular glial tauopathy; NIFID, neuronal
intermediate filament inclusion disease; PiD, Pick's disease; PSP,
progressive supranuclear palsy; TDP, transactive response DNA
binding protein; UPS, ubiquitin proteasome system.

Mackenzie and Neumann, 2016,
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Nejcastejsi genetické formy FTD

Frontotemporal dementia

=) e =
CBD PSP  Pick’s § A B c 3 § MAPT  C9orf72 GRN Egi

aFT

Greaves and Rohrer, 2019
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CSF poly(GP) dipeptide repeat proteins C9orﬂ 2
CSF/plasma/serum NfL
DT1 WM abnormalities, particularly posteriorly initially

T1 GM atrophy, initially in the thalamus

CSFiplasma/serum progranulin levels GRN
CSF/plasma/serum NfL
DTI WM abnormalities,
T| GM abnormalities, initially fronto-parietal

T2 WMH

i MAPT Greaves and

Rohrer, 2019

DTI WM abnormalities, initially uncinate fasciculus

T| GM atrophy, initially medial temporal
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Possible Behavioral Variant Frontotemporal Dementia (bvFTD)
Three of the following as persistent or recurrent features:
A Early behavioral disinhibition
Early apathy or inertia

Early loss of sympathy or empathy

Early perseverative, stereotyped, or compulsive/ritualistic behavior

Hyperorality and dietary changes

m m O O W

Neuropsychological profile: executive/generation deficits with relative sparing of
memory and visuospatial functions

Probable bvFTD
All of the following:
A Meets criteria for possible bvFTD

B Exhibits significant functional decline (by caregiver report, Clinical Dementia Rati
Functional Activities Questionnaire)

C Imaging results consistent with bvFTD:
C1 Frontal and/or anterior temporal atrophy on MRI or CT o08
C2 Frontal and/or anterior temporal hypoperfusion or hypometabolism on PET or ¢ nmnn
bvFTD With Definite Frontotemporal Lobar Degeneration (FTLD) Pathology
All of the following:
A Meets Criterion A for probable bvFTD

B Histopathologic evidence of FTLD on biopsy or postmortem

C Presence of a pathogenic mutation known to cause FTLD Rascovsky et al.. 2011
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Primarni Progresivni Afazie (PPA)
(Mesulam, 2013)

Neurodegenerace, ktera poskozuje levostrannou fe¢ovou sit

Onemocneéni s postupnym pocCatkem a progresi, které se dominantné
projevuje poruchou fecové produkce, Cteni, psani a porozumeni

Afazie je prvni a nejvyznamngjsi kognitivni deficit a hlavni pfiCina
omezeni dennich aktivit

Diagnostické metody umoznuji konfirmaci neurodegenerativniho
procesu jako pficiny onemocneéni
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Primarni progresivni afazie (PPA)

RUzné subtypy — varianty PPA reflektuji rozdilnou distribuci v postizeni feCové sité,
variabilita mozkové patologie (pro urcité varianty je charakteristicka urcita patologie
mozku, ale obecné je patologie variabilni)

Obecné Ize fici, ze PPA feCovy fenotyp (varianta) poskytuje zasadni informaci o
distribuci patologie, ale je nutné pouziti dalSich biomarkert ke stanoveni mozkové
patologie..

Histopatologie
* Frontotemporalni lobarni degenerace s tauopatii (FTLD-TAU) 30%
* Frontotemporalni lobarni degenerace s TDP-43 (FTLD-TDP) 30%
* Alzheimerova nemoc (AD, atypicka forma) 40%

Spravna diagn6za ma zasadni terapeutické konsekvence!!
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Primarni progresivni afazie (PPA)
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Zacatek vétsSinou ve véku kolem 50-60 let
Muzi = Zeny

Vétsinou sporadické onemocnéni, mozné genetické mutace (MAPT, GRN,
C9orf72, TARDBP, PS1)

NosiCstvi alely APOE4 neni signifikantnim rizikovym faktorem (na rozdil od
typické Alzheimerovy nemoci s amnestickym kognitivnim deficitem)

VysSSi incidence poruch uceni, dyslexie — geneticka vulnerabilita feCové sité?




@)lel [ =C USV‘ANNYA l\l\ﬂg
PPA: klinické varianty
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Non-fluentni agramaticka varianta (PPA-NF)

Sémanticka varianta (PPA-S)

Logopenicka varianta (PPA-L)

Diagnostika a klinicka klasifikace:
- Redova produkce a porozuméni

* Opakovani
* Pojmenovani
- Cteni, psani

A podporeno:

* Neurozobrazovacim vySetfenim specifické atrofie/ poruch perfuse/
metabolismu zasahujicich fe¢ovou sit

* Amyloidovy PET/ likvorovy triplet pro diagnostiku AD patologie, ....
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Cteni a psani vét: fMRI
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NETWORKS: Language Multidomain



Phonologie Ortografie
Lexikalni b < Lexikani

Sublexikalni | Sublexikalni
foném > grafém

) " Dorzalni/ sublexikalni draha:
‘ Semantika 3 Fonologické zpracovani pseudosloy, slov,

. Redova produkce: artikulace, fonetika, ..
Fonologie Ly, oty s g
<—> Ventralni/ lexikdlné-sémantickd drdha:
Ortografie Sémanticke zpracovani slov a vet,
Porozuméni (slova, komplexni véty, souvéti)
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Diagnosticka kritéria: Non-fluentni/ agramaticka vPPA

Alespon jeden z hlavnich symptomu:
J  Agramaticka feC

J  Apraxie feCi (hamahava feC se zarazy a s fonetickymi chybami)

Pritomnost alespon 2 ze 3 priznaku:
d  ZhorSené porozuméni komplexnich vét/ souvéti (trpny rod, apod.)

d  Zachované porozuméni jednotlivym slovim
d  Zachovana schopnost chapani/ znalost predmétu

Zobrazovani mozku musi odhalit jedno nebo vice:
Dominujici atrofie levé zadni fronto-inzularni oblasti na MRiI

Dominujici hypoperfuze/ hypometabolismus tamtéz (SPECT, PET)

Gorno-Tempini et al., 2011
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Non-Fluentni/ Agramaticka vPPA: Zobrazovani
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Strukturdlni MRI

Mesulam, 2013 Dickerson, 2011 Wilson et al., 2010
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Non-Fluentni/ Agramaticka vPPA: Zobrazovani

FDG PET

Josephs et al., 2010
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PotiZze od 2014: neschopnost vyjadrovani, nonfluentni
agramaticka rec, apraxie reci, rozumi

Postupny rozvoj mirného parkinsonismu

Amyloidovy PET negativni

Genetika — FTD panel (C9orf72, MATP, GPN, TARDNP)

- negativni
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MV, 1956, NFVPPA
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Non-Fluentni/ Agramaticka vPPA: Neuropatologie

. FTLD-TAU (60-70%)
. Pickova nemoc (PiD)

. Kortikobazalni degenerace (CBD) _
. Asymetricka rigidita, konCetinova apraxie, syndrom
,Cizi“ ruky, dystonie, myoklonus
. Prolgre,swni supranuklearni obrna (PSP)
. Paréza verti alnlcpohledu, axialni symptomy a
Casti pady (nazad)

Silna vazba mezi apraxii fe€i a extrapyramidovymi
symptomy (CED and PSP)

FTLD-TDP (Casto GRN, C9O0RF72, TARDBP)

bez apraxie/ motorické poruchy feci

Asociace s ALS (motor neuron disease) S
. Svalova slabost, atrofie, fascikulace, pyramidové

jevy a §-o hyperreflexie, bulbalni syndrom

AD patologie R foy
Grossman, 2012
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Diagnosticka kritéria: Sémanticka vPPA

Oba hlavni symptomy museji byt pritomny
d  Neschopnost konfrontacniho pojmenovani
3  Neschopnost porozumét jednotlivym slovum

Alespon 3 ze 4 priznaku musi byt pritomny:
Postizeni na urovni ,znalosti“/ chapani pfedmétl, hlavné pro méné Casté
predmeéty
Povrchova dyslexie nebo dysgrafie (projevi se zejména v anglictine s tzv.
~hlubokou lexikalitou®)
Neporusené opakovani slov

Zachovana feCova produkce (gramaticky spravne, bez ,motorickych®
poruch feci)

Zobrazovani — pritomnost alespon 1 z nasledujicich nalezu:
3 Dominuje atrofie pfedni ¢asti T laloku na MRI

| Dominuje hypoperfuse/ hypometabolismus tamtéz dle SPECT/ PET

Gorno-Tempini et al., 2011



Sémanticka vPPA: Zobrazovani

Strukturalni MRI

Mesulam et al., 2009 Henry et al., 2011
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Sémanticka vPPA: Zobrazovani

FDG PET
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Arizonsky sémanticky test: 23/40 bb

PotiZze s pojmenovanim, dle dcery navic
hromadeéni véci v byté, poruchy paméti
Pacientka odmitla amyloidovy PET a LP
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Sémanticka vPPA: Neuropatologie

FTLD-TDP43 (70-80)%
FTD-TAU

Figure 2 TDP43 staining in a case of semantic dementia.

Hodges & Patterson, 2007 /Hodges et al., 2010
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Diagnosticka kritéria: logopenicka vPPA

Pritomnost obou hlavnich symptomu:
d  Porucha vybavovani slov pfi spontanni feci a/nebo pfi pojmenovani
d  Porucha v opakovani vét

Alespon 3 ze 4 priznakl musi byt pritomny:
Reéové (fonologické) chyby pfi spontanni feci a pfi pojmenovani
Zachovana schopnost porozuméni slovim a znalost pfedmétd
Zachovana ,motoricka“ re¢
Gramaticky spravné

Zobrazovani musi ukazat alespon 1 z nalezu:
Dominuijici atrofie levé zadni perisylvické oblasti nebo parietalni atrofie na MRI

Dominujici hypoperfuse/ hypometabolismus tamtéz na SPECT/ PET

Gorno-Tempini et al., 2011
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Logopenicka vPPA: Zobrazovani

Strukturalni MRI
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Gorno-Tempini et al., 2008

Rohrer et al., 2009 VBM/ Tloustka kortexu

Mesulam, 2013 Dickerson, 2011 Wilson et al., 2010



U SV. ANNYA

Logopenicka vPPA: Zobrazovani

FDG PET

Josephs et al., 2010
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Logopenicka vPPA: Neuropatologie

Quantitative analysis of neurofibrillary tangles in amnestic and
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Mesulam, 2013 Dickerson, 2011
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Pani ME, 1953, PPA-L:
non-amnesticka MCI, fonemickeé parafazie,
poruchy pracovni pametsi
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Pani ME, 1953, PPA-L

Pozitivni amyloidovy PET!!
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PPA, biomarkery a terapie zamerena proti

kauzalni patologii

Zaver

Amyloid PET + / \ Amyloid PET -

CSF tau/AB 42 ¢
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AD
Patologie

CSF tau/AB 42 |,

Non-AD
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MRI/FDG-PET SIRUDEHEY
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Vlevo frontalné s
i, temporalné
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Progranulin gene mutation in TDP
proteinopathies with parkinsonism

Aging and Disease Volume 12, Number 7; 1741-1752, October 2021

www.aginganddisease.org http://dx.doi.org/10.14336/AD.2021.0309

Original Article

FTD-PSP is an Unusual Clinical Phenotype in A
Frontotemporal Dementia Patient with A Novel
Progranulin Mutation

Bin Deng'#, Zhe Zheng'#, Jialing Zheng*, Wanlin Yang'#, Yu Huang!, Yuqi Luo!, Dana Jin®,
Lu Shen?, Kunlin Jin*", Qing Wang!”

Parkinsonism and Related Disorders 80 (2020) 73-81

Contents lists available at ScienceDirect

Parkinsonism and Related Disorders

s

ELSEVIER journal homepage: www.elsevier.com/locate/parkreldis

Isolated parkinsonism is an atypical presentation of GRN and C9orf72 e
gene mutations

a,b,c,1 a,c,d. ] f mt{:;mﬂm [2023) 21:387 Joumal Of
Fabio Carneiro®"™“", Dario Saracino®“%", Vincent Huin ¢, Fabienne Clot’, Cécile Delorme ¢, o ANEEAIZ9E oz . Translational Medicine

Aurélie Méneret “*, Stéphane Thobois " Florence Cormier?, Jean Christophe Corvol .81

Timothée Lenglet ®/, Marie Vidailhet %, Marie-Odile Habert K Audrey Gabelle !

Emilie Beaufils ™", Karl Mondon ™, Mélissa Tir °, Daniela Andriuta°, Alexis Brice?, _

Vincent Deramecourt”, Isabelle Le Ber % . . . ®
Latozinemab, a novel progranulin-elevating ==
therapy for frontotemporal dementia

Michael Kurnellas'®"®, Ananya Mitra', Tina Schwabe'#, Robert Paul'#, Andrew E. Arrant?, Erik D. Roberson?,
Michael Ward', Felix Yeh'%, Hua Long' and Arnon Rosenthal’
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doi:10.1093/brainfawm?270 Brain (2008), 131, 3949

Unravelling Boléro: progressive aphasia, transmodal
creativity and the right posterior neocortex

William W. Seeley,l Brandy R. Matthews,' Richard K. Crawford,' Maria Luisa Gorno-Tempini,
Dean Foti,2 lan R. Mackenzie® and Bruce L. Miller'

g. 2 Emergent transmodal creativity. AA painted ‘Unravelling Boléro’ in 1994, 6 years before PPA symptoms began. Gouact
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Lécba PSP

» Levodopa — efekt u 1/3 pacientu v pocatec¢nim stadiu
« Amantadin (edémy, halucinace delirium!)

» Zolpidem? (OM), sluneéni bryle

« Melatonin, clonazepam, trazodone (spanek)

« SSRI, SNRI, tricyklicka antidepresiva (deprese)

« Donepezil (CAVE dysfagie, poruchy chiize)
 Botulotoxin (dystonie, sialorrhea)

 Solifenacin (mocCova inkontinence)

 Quetiapin (agresivni chovani)
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Nové léky: PSP

* Tau post-translational modifications:
Phosphorylation and Acetylation

* Microtubule-stabilizing agents

* Tau Immunotherapy

« Gene Therapy: anti-sense oligonucleotides (ASOs) in
MAPT, C9orf72, small interfering RNA (siRNA)

Coughlin and Litvan, 2020



Take home messages

- PSP sporadicka, 4R tauopatie
- Symptomy: OM, akineze, PI, kognitivni/behavioralni
- PSP rdzné fenotypy = PSP-RS

- Zobrazovaci BM (Tau PET, FDG PET, MRI, IBZM
SPECT)

- LéCba symptomaticka, multidisciplinarni

- PSP/CBS-FTD vls/kazuji rizné patologie (tauopathies,
TDP-43, AD, CJD,..) a genetické formy (MAPT, GRN,
C9orf72, ....)

- AD BM — plazmove BM (lécba)

- Vysetri genetiku (GRN mutace, MRI, progranulin v
MM) — moznée terapie v budoucnu (latozinemab)
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Thank you for
your attention ©

Contact:
irena.rektorova@fnusa.cz
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