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La protéine tau
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Tauopathies

Maladie D'Alzheimer



Tauopathies

Histopathological appearance of tau isoforms and conformations in different tauopathies

Type Tauopathy Tau isoform Histopathology
Electron Light microscope
microscope
Primary tauopathies Progressive supranuclear palsy 4R SF (& TF) Tufted astrocytes; Globose
tangles
Corticobasal degeneration 4R SF (& TF) Astrocytic plagues
Argyrophilic grain disease 4R SF Oligodendroglial coiled
bodies; Limbic argyrophilic
grains
Pick’s disease 3R TF (& SF) Pick’s bodies
Myotonic dystrophy Short ON3R N/A Neurofibrillary tangles
Secondary tauopathies Alzheimer’s disease 3R & 4R PHF (& SF) Neurofibrillary tangles
Down Syndrome 3R & 4R PHF (& SF) Neurofibrillary tangles
Chronic traumatic encephalopathy 3R & 4R PHF (& SF) Neurofibrillary tangles
Niemann-Pick disease type C 3R & 4R PHF (& SF) Neurofibrillary tangles

Abbreviations. 3R: three repeat; 4R: four repeat; PHF: paired helical filaments; SF: straight filaments; TF: twisted filaments; N/A data not available.
Short ON3R: the shortest isoform of Fetal tau (where N denotes the number of N-terminal inserts and R the number of microtubule binding domains).



Dépot de tau dans la Maladie
d’Alzheimer: Braak
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Caractéristiques nécessaires d’un bon

traceur tau

Non toxique, lipophile: traverse la BHC

Coefficient d’extraction sanguine élevée
(éviter dégradation)

Faible affinité pour les cible non spécifiques
Forte affinité pour les cibles spécifiques
Isotope utilisé avec % vie assez « longue »



Les premiers traceurs
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18F-AV-1451 (a.k.a 8F-T807)
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La série THK (*8F-THK...)
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Stage

Conclusion

Memory
deficit Disability
threshoild threshold
Asymptomatic \ MCI / Dementia
@ Early marker (Amyloid Agents)

P,y > asecretase?
Reduced Clearance of AB?
M2 > M17?

Tau Agents

Cdk57?
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ROS/RNS?
Dystropic microglia?

Late marker
(Whole Brain Atrophy)
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