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Diagnostika Alzheimerovy nemoci:
soucasny stav

* Primarni klinicka identifikace osob s Casnou fazi kognitivniho postizeni:

* Klinicky screeningovym test Mini-Cog v ramci preventivnich prohlidek u PL u osob 65+
Stavajici zkuSenosti — stale prilis pozdé...
* DalSi moznosti screeningového klinického testovani: ,digitalni testy”
(DCA- digital cognitive assessment -aplikace pro mobilni telefony- MoCA apod.)

» Specializovana neurologicka diagnostika
* Neurologické klinické vysetfeni, zhodnoceni kognitivnich funkci..
e Zobrazovaci metody: MRI, PET
* VySetfeni mozkomisniho moku-likvoru (t-tau, p-taul81, AB 42/40)

* Genetické testy - APOE genotyp (€4 alela)- neurcuje diagndézu, ale odhaduje riziko, v¢. potencidlniho rizika
anti-AB imunoterapie (ARIA) u homozygot(i APOE €4 .

* Nové diagnostické moznosti: krevni biomarkery AD
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TABLE 1 Categorization of fluid analyte and imaging biomarkers.

Biomarker category CSF or plasma analytes Imaging
Core Biomarkers

Corel

A (AB proteinopathy) AB42 Amyloid PET

T4: (phosphorylated and p-tau217, p-taul81,
secreted AD tau) p-tau231

An abnormal Core 1 biomarker

( amyloid positron emission tomography [PET],
approved cerebrospinal fluid biomarkers,
accurate plasma biomarkers

[especially phosphorylated tau 217] )

result is sufficient to establish a diagnosis of AD
and to inform clinical decision making
throughout the disease continuum....

Jack CR, Andrews JS, Beach TG, et al.

Revised criteria for diagnosis and staging of Alzheimer's disease: Alzheimer's Association Workgroup.
Alzheimer's Dement. 2024; 20: 5143-5169. https://doi.orq/10.1002/alz.13859
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Plasma p-tau217 is a superior biomarker of amyloid

pathology! "

P-tau217 is the highest performing biomarker of
amyloid pathology in early-stage AD

and performs better than plasma AB 240

Tau phosphorylation at position 217 (P-tau217)

IS a sensitive and specific indicator of amyloid

pathology

Peripheral sources of AB peptides (e.g., platelets)
reduce the associations between
plasma AB,..so and amyloid pathology'+?

Even combining P-tau181, AB4,/40, and NfL is
not as good as P-tau217 alone

in classifying amyloid status in early symptomatic AD

*Flasrna P-taud 17 has shown consistently higher anvybosd concondance in carly-stage Al
"Rilond hiomarkers are cumendly nder evaluaion Ffor chimieal wse worldwode

%P1au217 + ABysuo
o %P -tau217
P-tau217 + Afysun
e P-tau217
Aﬂl} 40

P-tau217 + ABowe

AP AR

)  P-lau217
)  F-lau?17
P-tau181 + APysus + GFAP + NiL
P-tau181 + AB g + NIL
P-lau181 + AR JAR,,

P-tau181

Aﬂ-‘-{ 4

GFAP

NiL -

P1au1B1 + AByus + GFAP + NIL

P-tau181

C2N

| Fujirebio
— P-tau217 —

ALZpath

| Janssen

|
|
|
|
!
|
1

Roche

| Quanterix
P-tau181 + ARy |
P-tau181 + ARz + NIL —
GFAP —

ABiass —

ML

0,500

Amyloid PET

Pt

0.733 1,000
AUC

Adapted from Schindler et al Alphewmers Demer?. 2024

Afl = Amyloid Beta; AD = Alrheimers Disease; ALC = Area Under the Curve; GFAP = Gilial Fibnllary Acidic Protein; N1, = Nearofilament Light Chain; PET = Positron Emescon Tomograptyy, P-taa = Phosphorylated Tau
| Schimadber SE. of &l Head- - head commparison of lr.ul:lr'!: el tests for Alshoymer's ihaease pll"u'r:il-m- dizheimers Desment. 20248 200 1 1) RO B0, 2. Shi M, et al P-:llrﬂwl':ﬂ hiksnd 4m1_|.!|'-I11 B oinvalved in the pathispenoiin il Alshermer's disesse via it ng on

p-frlpl:lcl al infate rmimniine celle. J NewroinfTammpatiom. 2004201 %
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Noveé krevni biomarkery AD

p-tau217 jako ,highest performing biomarker” ™ of Alzheimer Disease (AD)

* Biomarker AD u pacientl se zndmkami kognitivniho postizeni

* Diagnosticky , Core-1 biomarker®” AD **

* Fosforylovana forma mozkového tau proteinu

* Primo odrazi mozkovou patologii pfi Alzheimeroveé nemoci

e Aktualné nejvice citovany krevni biomarker AD

* Postupné celosvétové zarazovany do klinické praxe jako stézejni ,BBM“ (Blood Biomarker) u AD

* jednoducha a rychla diagnostika:
Standardni odbér Zilni krve (EDTA plazma)
* Bez nutnosti odbéru mozkomisniho moku

* Schindler et al., 2024, ** Jack CR. 2024



Studie o klinické zpusobilosti p-tau217

Studie (citace)

Wang et al.; Front. Aging
Neurosci.Front. 2025;17.

Figdore et al.; Alzheimers
Dement. 2024 Sep;20(9):6506-
6516

Olvera-Rojas et al.; Alzheimers

Dement. 2025 Feb;21(2):e14430.

Pilotto et al.; Brain. 2025 Feb
3;148(2):408-415. (Erratum in:
Brain. 2025 Apr 3;148(4):e29.)

Typ vzorku

Plazma

Plazma

Plazma

Plazma

Pouzity kit/platforma Cut-off hodnota

Quanterix Simoa
(ALZpath
pTau217)

0.551 pg/mL (AD vs cognitively
unimpaired cut-off)

Single cut-off:

0.475 pg/mL (optimal for AB-PET

Quanterix Simoa positivity)

(ALZpath

pTau2l7) Binarni-cutoff:

>0.372 pg/mL
>0.920 pg/mL

Quanterix Simoa
(ALZpath
pTau2l7)

0.46 pg/mL (optimal cut-off for
brain AR PET positivity)

AD vs HC optimal cut-off:
Quanterix Simoa

(ALZpath
pTau217)

0.542 pg/mL

For AD vs other
neurodegenerative diseases:
~0.518 pg/mL

Senzitivita

95.0

92 (with two-cutoff
strategy)(single-cutoff
sens/spec <90%)

NR (AUC ~0.88)

~90

Specificita Zvolené skupiny
Cina, multicentrickd stedie: 90 pacientd
96.0 s AD (primérny vék ~67) vs. 151

kognitivné zdravé kontroly (vék 21-85).

USA (Mayo Clinic): 427 dospélych s
kognitivnim poskozenim, u vSech
amyloidPET (de facto detekce amyloid
PET pozitivity. Vék 52-93, ~59 % muzli

96 (two-cutoff
strategy)

USA: 348 kognitivné zdravych osob s

N ALIE ), amyloidPET

Evropska multicentricka studie : 392
osob —162 s AD, 70 s jinym NDD (nap¥.
DLB, FTD), 160 zdravych kontrol.
Kohorty rtizneho véku; zahrnuta byl
Svédska skupina Oskara Hanssona aj.
VsSechny dg. potvrzené CSF/PET.

~90



Torelesk

Likvorologie - neurocimunologie
patologie - specidini diagnostika

p-tau 217 — Analytické parametry

Analytické parametry stanoveni p-tau217 *

* Reprodukovatelnost — 6,19 - 7,04%, Opakovatelnost — 2,02 - 3,62%

* Mez detekce 0,006 ng/l, mez stanoveni 0,0017 ng/l, horni rozsah
mérfeni 30ng/| — obrovsky rozsah linearity, vhodny pro pocatecni a
rozvinuta stadia AD

* Cut-off 0,542 ng/l — pro AD
* Diagnosticka senzitivita— 0,919
* Diagnosticka specifita— 0,874

* Stan;)ven/' v plazmé, ALZ-Path, SIMOA, Laborator pro likvorologii, neuroimunologii, patologii a specialni diagnostiku
Topelex s.r.o.



P-Tau217 — jednoducha a rych

Vysetreni p-tau217 je urceno k potvrzeni patologie souvisejici s Alzheimerovou nemaoci (AD)

a diagnostika

- jedna se o diagnosticky ,,Core 1 biomarker” -

Dle Revidovanych kritérii pro diagnostiku a staging Alzheimerovy nemoci (AD) z ¢ervna 2024 *
pozitivita p-tau217 dostacuje k definitivhnimu potvrzeni diagndzy AD a ke klinickém rozhodovani v prubéhu celého pribéhu onemocnéni.

Laboratofr pro likvorologii, neuroimunologii, patologii a specidlni diagnostiku Topelex s.r.o.

- stanoveni zdkladnich biomarkert Core 1 v likvoru a krvi pro klinickou diagnostiku

Torelesk

* Jack CR, Andrews JS, Beach TG, et al. Revised criteria for diagnosis and staging of Alzheimer's disease: Alzheimer's Association Workgroup. Alzheimer's Dement. 2024; 20: 5143—
5169. https://doi.org/10.1002/alz.13859
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