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Klinicke udaje

e 29-roCny muz
» vzorky TU talamu



Doplnen¢ udaje

2016 zacali kolapsove stavy, resp. EPI

MR v 10/2016, tumordzne lozisko v pravom talame —
mozny LGG

MR v 5/2017, vel’kostna progresia, pribudnutie
hyperintenzivnejsej zony v T2 a FLAIR, bez zvySenia
perfuzie v mieste loziskoveho sytenia

rozmery tumoru na druhom MR v axialnej rovine 28 x
18 mm

MET-PET tumor s hyperviabilnym loziskom, prechod
LGG do HGG

5/2017 stereotakticka biopsia loziska

peroperacny rez - gliovy tumor gr. II-111.
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NAAICT 0.46
NAA/Cr(h) 0.51
ChoiCr 2.94
CholCr(h) 2.37
NAA/Cho 0.16
NAACho(h) 0.22
Cho/NAA 638
Cho/NAA(h) 4.65

Script Parameters

=unnamed=-20170511-102808
Based on Long-TE Brain (1H SV)
Data: SV Nucleus: 1H
Anatomy: Brain  TE: long

Field: 1.0T,1.5T,3.0T,7.0T

*Initial Baseline Subtraction
Baseline Terms: 7
*Select Peaks
Metaboltes: Cho, Cr, Cr2, Lac, NAA
*Peak Fitting
Gaussian Character: 90
Baseline terms: 7
Peak fit phase: Real
Lock relative frequencies: Yes
Lock wicths: No
Analysis limits: 4.35to -1 ppm
Display limits: 4.35 to 0 ppm
*Results Table
Ratio Denominator: Cr(3.03)
*Graph Display

Scan Nr: 91
Scan Name: SY_PRESS_144

Spectro Results

Metab  Position Width  Height HtiCr Area AriCr

NAA 2013 3 0038 0073 0510 0003 0461
Cho 3215 . 0053 0339 2373 0020 29843
Lac?  1.3317 0.0397 -0.0147 -0.0997 -0.0017 -0.1797

Metab  Position

Cr
Cr2

3.037
3931

Wictth

0.043
0.048

Height

0143
0.086

Area

0.007
0.005

AriCr

1.000
0876




MET PET 5/2017
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Rutinny glioblastom?
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Rutinny glioblastom?



H3K2/M




Sanger sekvenacia: detekovand mutacia H3K27M na exone 1

. Prof. MUDr. Josef Zamecnik, Ph.D.
DAKUJEME: Ustav patologie a molekuldrni mediciny
2. LF UK a FN v Motole



Diagnoza
Adultny H3K27M mutovany gliom



Dalsi priebeh

» konkomitantna chemo-
a radioterapia
e ex1tus 6 mesiacov od histologizacie



H3K2/M

* nova jednotka WHO 2016

 difuzny stredocCiarovy gliom, H3K27M
mutovany

» predominantne u deti

» most, talamus, cerebellum, miecha

* 80% ,,diffuse intrinsic pontine
gliomas*

e vel'mi zla prognoza, gr. IV



Histony

 hlavna proteinova sucast’ chromatinu

e ,balia“ a organizuji DNA na Grovni
zakladnych jednotiek chromatinu
(nukleozomy)

* vysoko konzervovan¢ v eukaryotickom
genome

« H3.3: chromatin modifikator, transkripcia,
epigeneticka regulacia, diferenciacia,
reprogramovanie bb., ... integrita genOmu



Mutacia H3K27M

* substitiicia na amino- terminalnom
konci H3.3 lyzinu metioninom na
kodone K27 - K2/M

 globalny pokles posttranslacne;j

histonove] modifikacie (H3K27me3)
 globalna hypometylacia DNA

» konkrétny onkogénny mechanizmus nie
j€ Zznamy



H3K27M mutovany gliom

 vacSina na prvom MR bez
vychytavania kontrastu

» prognoza nekoreluje s klasickymi
histologickymi1 znakmi agresivity
difuznych gliomov

* rovnako agresivne aj bez mitoz,
nekroz, vaskularnej proliferacia

* bez vySetrenia H3K27M statusu
potencialne gr. IV tumor nazveme gr. 11



Mutacne Specificka
protilatka

* 100% senzitivita a Specificita
(to urcite ©)



pozit. IHC aj Sanger Sequencing

negat. pripad
(Ien v nenadorovych mikrogliach)

- 4
RIS % Ta






Kontroverzie difuzneho stredocCiarového
gliomu, H3K27M mutovan¢ho

* mimo strednej Ciary

* 3] u dospelych

* v inych histologiach: PCA,
ependymom, gangliogliom

* znamena uniformne zlu prognozu?

o diffuse Intrinsic pontine glioma bez
H3K27M mutacie?



Cielana liecba?

» predklinicke skuSanie

» GSK-J4 (1nhibitor histon
demetylazy) — panobinostat (na
bunkovych liniach a xenograft
modeloch)



H3K27M, zavery

* nova jednotka WHO 2016

* najagresivnejsi gliom

» prevazne detsky stredoCiarovy

» diagnoza IHC, optimalne genetika

* dospele? mimo strednej Ciary?
odliSn¢ histologie?

o testovat vsetky detské difiizne

* dospele difuzne stredociarove



dakujem za pozornost



