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HISTORIA CLINICA:

Dona de 74 anys

ANTECEDENTS PERSONALS:

o HTA
o Aritmia sinusal en tractament antiagregant

MALALTIA ACTUAL:

Clinica neurologica de dos mesos d’evolucio:
o disfasia

o ataxia

o paresia facial central

o dificultat per la deglucio de liquids



E. COMPLEMENTARIES:

T1 amb CONTRAST FLAIR
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DIAGNOSTIC:

GLIOBLASTOMA MULTIFORME
(ASTROCITOMA GRAU IV)



BIOMARCADORS TUMORALS:

*Biomarcadors: proteines, perfils genetics, epigenetics o de proteomica

o Biomarcador DIAGNOSTIC: identificacié del tumor
o Biomarcador PRONOSTIC: conducta del tumor

o Biomarcador PREDICTIU: resposta del tumor al tractament



BIOMARCADORS EN ELS GLIOMES:

MGMT
IDH1
EGFR-EGFRvIII
DELECCIO 1p/19q
ELTD1

PTEN

P53

G-CIMP

CIC

Olar A, Aldape KD. Curr Treat Options Oncol 2012; 13(4): 417-36.

Weller M, Stupp R, Hegi M, Wick W. Cancer 2012; 18(1); 40-4.

McNamara MG, Sahebjam S and Mason WP. Cancers 2013; 5: 1103-11109.

Olar A, Aldape KD. J Pathol. 2013 Oct 1. doi: 10.1002/path.4282. [Epub ahead of print]
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PRINCIPALS BIOMARCADORS:

MGMT
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PROMOTOR DEL GEN MGMT:
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PROMOTOR DEL GEN MGMT:

r>0

Q Baixa resposta al

Gen MGMT
tractament

rX

Q‘ A ‘ ‘ Gen MGMT | Alta resposta

Regid promotora de MGMT

al tractament

A - Metilacio



PROMOTOR DEL GEN MGMT:

Glioma with unmethylated MGMT

‘ Alkyl group removed by
A\ MGMT from the DNA
base guanine

=%

Carmustine cross-links DNA
strands, and there is no active
MGMT to repair it

Exon1 Intron1

MGMT promoter Gene inactivation

Esteller M et al. N Engl J Med 2000;343:1350-4

Chemoresistant tumor

DNA cross-links cut,
tumor cells unharmed

Chemosensitive tumor

DNA remains cross-linked,
and tumor cells die



PROMOTOR DEL GEN MGMT:

T00-
g 90 e Unmethylated, §
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= 50 radiotherapy 2
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E 70 radiotherapy plus v
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0 6 12 18 24 30 36 42 .
No. at Risk
Months Unmethylated, radiotherapy 54 47 25 5 0 0 0
Unmethylated, radiotherapy plus temozolomide 60 53 34 11 7 4 1
Mo. at Risk Methylated, radiotherapy 46 42 30 18 8 0 0
Unmethylated 114 100 50 16 7 4 1 Methylated, radiotherapy plus temozolomide 46 42 34 28 16 7 1
Methylated 02 84 64 46 24 7 1
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FACTOR PRONOSTIC

Hegi ME et al. N Engl J Med 2005;352:997-1003.

<

FACTOR PREDICTIU

DETERMINACIO:
PCR (MSP)

PIROSEQUENCIACIO

IHQ




PRINCIPALS BIOMARCADORS:

IDH1
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ISOCITRAT DESHIDROGENASA-1 (IDH1):

“NADPH —*  Anabolic synthesis
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Degradation

Thompson CB. N Engl J Med. 2009 Feb 19;360(8):813-5. doi: 10.1056/NEJMe0810213.




ISOCITRAT DESHIDROGENASA-1 (IDH1):

Normal isocitrate

Mutated isocitrate dehydrogenase activity

dehydrogenase activity
D-Isocitrate D-Isocitrate
NADP* 0
itra Isocitrate
dehydrogenase 8 dehydrogenase : f‘ Glioma ‘
(IDH1) 0 LS |
NADPH <7 - r
a-Ketoglutarate » D-2-Hydroxyglutarate
a-Ketoglutarate Isocitrate ' & P" »
dehydrogenase - \
Smeitink J. N Engl J Med 2010; 362 (12); 1144-5. P
DETERMINACIO:
o GBM secundaris (80%) IHQ
PCR

o Frequent en adults joves i adolescents

o Biomarcador pronostic en gliomes d’alt grau (Il i IV)



PRINCIPALS BIOMARCADORS:

EGFR-EGFRvIII
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EGFR:

Ligand
M M Ldomain o 40-50% GBM (meés frequient de novo)
I8 |8 Furin-like domain
Extraceliular domain || | L=domain o Amplificacio > Sobreexpressio
Transmembrane domain l .:l ' -
Intracellular domain
Tyrosine kinase domain O3 IO o 40% GBM amplificats expressen
> -9 Survival
- o AL —— formes mutants (EGFRvIII)
- >
o -s)\ Proliferation " .
> 9 o No tenen pitjor pronostic
EGFR

o Resultats no concloents amb

DETERMINACIO: inhibidors d’EGFR-tirosina quinases
FISH (amplificacio)

IHQ, (sobreexpressio) o Utilitat : suport diagnostic




PRINCIPALS BIOMARCADORS:

DELECCIO 1p/19q
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CO-DELECCIO 1p/19q:

o M= 136 . ‘e . .
o Alteracié genetica més frequent en els
E oligodendrogliomes
® =
1
“T R o 2
; Biomarcador diagnostic
-
g - 19q13 Biomarcador pronostic
L
Biomarcador predictiu
DETERMINACIO:
FISH
PCR o Molt poc freqlient en els glioblastomes
CGH array

Van den Bent MJ et al. J Clin Oncol 2006; 24(18): 2715-22.
Cairncross G et al. J Clin Oncol 2006; 4: 2707-14.



RESUM:

BIOMARCADOR DETERMINACIO DIAGNOSTIC PRONOSTIC PREDICTIU

MGMT PCR (MSP) NO S| S|
IDH1/IDH2 IHQ NO S| NO
EGFR FISH NO/LIMITAT NO NO

McDonald KL, Aw G, Kleihues P. Front Neurol 2013 Jan 18;3:188. doi: 10.3389/fneur.2012.00188. eCollection 2012



EN EL NOSTRE CAS:

NEG POS *

MGMT metilat — . o

MGMT no metilat = = = —|— —

Estat de metilacio del promotor del gen MGMT: NO METILAT













EN EL NOSTRE CAS:

RESULTAT PRONOSTIC PREDICTIU
MGMT  no metilat pitjor pitjor resposta

IDH1 negatiu pitjor | GBM de

EGFR  amplificat | hovo






