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In order to construct a mouse model that recapitulates the pathology of
tauopathies, new mice (Tau 3R/4R mice) expressing six isoforms of tau were generated using genome
editing technology to overcome the shortcomings of previous experimental tau injection mouse models.

Sarkosyl-insoluble fractions were extracted from postmortem brains of dementia patients and the tau
fibrils contained in these fractions were injected into the brains of Tau 3R/4R mice. We
investigated whether the formation and propagation of tau accumulation pathology could be observed
after a certain period of time. In the brain extracts of Alzheimer"s disease-injected mice, both
endogenous 3R and 4R tau accumulated, in the brain extracts of corticobasal degeneration-injected
mice only 4R tau accumulated, and in the brain extracts of Pick"s disease-injected mice only 3R tau
accumulated. An isoform-specific, seed-dependent amplification of tau was observed.
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1 1.2 mm PCR
PCR  MightyAmp (TaKaRa), Forward primer: 5 -
CCAGATTCCTTTTGTGACTTCCAGGGTGCCATCC-3' , Reverse primer: 5 -

CCAGAGATGAGGGAAGAGGTGTCAGCC-3' ABI Veriti thermal cycler
(Applied Biosystems) 98 , 2 98 , 10 ,60 ,15 |,

68 , 35 32 PCR PCR 1%

2)

(0.2 g) 1.8 mL A68 buffer (10 mM Tris-HCI, pH 7.5, 0.8 M NaCl, 1
mM ethylene glycol bis-N, N, N' , N -tetraacetic acid, 10% sucrose)
A68 buffer 1.8 mL 20% sarkosyl 400 u L 37 30
15,000 rpm, 4 10
50,000 rpm, 4 , 20 0pulL
30 mM Tris-HCI (pH7.5)

3) Tau 3R/4R

sarkosyl Tau 3R/4R (
Anterior-Posterior= +0.2 mm, Medial-Lateral= +2.0 mm, Dorsal-Ventral= -
2.6 mm) (5 p L/mouse)
4)
8 4% 20%
30 pm
10 110 10 30
AT8 (Innogenetics, Belgium) 1,000
horseradish peroxidase (Vector
Laboratories, USA) /
Kernechtrot  (Merk, Germany)
5)
A68 buffer (10 mM Tris-HCI, pH 7.5, 0.8 M NaCl, 1 mM EGTA, 10%
sucrose) 100,000 x g, 4 20 -20
SDS-PAGE sample buffer 100 5 10%
SDS-PAGE 200 V, 45 PVDF
PVDF 3% gelatin  blocking 1 T46 (1:1,000,
Invitrogen), RD3 (1:500, Millipore), anti-4R (1:1,000, ), AT8
(1:1,000, Innogenetics), pS396 (1:1,000, Calbiochem),
1:1,000, 1 anti-mouse

1gG-HRP (1:50,000, Bio-Rad) 1 SuperSignal West Dura Extended
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Healthcare) anti-mouse 19G-
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