/

(amyotrophic lateral sclerosis/

parkinsonism-dimentia in Kii peninsula; Kii ALS/PDC )
Kii ALS/PDC  key pathology
Kii ALS/ PDC
ghost tangle  pre-tangle
4
Kii ALS/PDC AT-8
ALS , p62 2
Kii ALS/PDC
4R
1 3R<4R 3 3R=4R (AD
)5
A.
/
amyotrophic lateral sclerosis/ AD
parkinson dementia complex; Kii ALS/PDC 2012 ALS
C90RF72
(Ishiura H et al. 2012)
Kii ALS/PDC
Kii , p62 2
ALS/PDC  key pathology
B.
tau Kii ALS/PDC
isoform (3 repeat 10 69.6
(3R)= 4 repeat (4R) 60-77 7

(Itoh N et al. 2003)
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Figure 2. The tau isoform patterns of western blotting in nine Kii ALS/PDC cases. The right end

ladder is examples of six tau isoforms

Middle temporal cortex (MT)

Age. ration o A Blotti
Case Geg d:r itn:es s,y . pafhlt;igy Subpial a s':":;i};zic NFT  AT-8 NFT wpeng
thorn e TG score
1 75 M 7 + o+ - - + E == Frequent Frequent 3R=4R
2 70F 1 + o+ - - 1+ + =~ Frequent Frequent 3R=4R
3 60F 8 + o+ 4 + o + 2+ Moderate  Moderate 3R«4R
4 70F 12 T = 2+ + =2 Moderate  Frequent 3R«4R
5 76 F 6 + &+ + 1+ - A= Moderate  Frequent 3R=4R
6 77 M 7 -+ 4 + 2= + 1+ Sparse Moderate 3R<«4R
7 63 F 4 - -+ * 1+ + 1+ Frequent Frequent 3R=4R
8 70F 13 - -+ + + + - None Sparse 3R<«4R
9 70F 10 - -+ + - + =5 Moderate  Frequent 3R=4R

* Many astrocytic plaque like structures were detected in case 4.

Table 1. The summary of clinical characteristics and neuropathological finginds in nine Kii
ALS/PDC cases.

Figure 3a. Typical histopathological findings of Kii ALS/PDC in this study. Numerous tangles in

hippocampus of case 3, AT-8 positive subpial thorn shaped astrocyte in case 7.
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Figure 3b. Typical histopathological findings of Kii ALS/PDC in this study. AT-8 positive but GB

negative patchy astrocytes in white matter of case 1 and many argyrophilic grains in case 5.

Phenotype Types of degeneration Tau pathology
Case  Age Sex pol Dislocation  Multinucleus Grumose Cortex WM DN
(yeard) A P D Torpedo
ofPCs of PCs degenemtion  PCs ML GL L D
Case 1 63 F 4 + - - + - + + - + + + + +
Case2 70 F 13 + - - + - + + - - + - + +
Case3 70 F 10 + - - - - + + _ + _ + 4 +
Cased 77 M 7 + - + + + + + + + + + + +
Case3 65 M 3 + - + + + + + + + + + + +
Case 6 70 F 6 + + + + + + + - + + + + +
Case 7 70 F 12 + + + - - + + + + + +F o 4F +
Case8 60 F 8 + + + + + + + + + + + + +
Case® 75 M 7 - + + + + + + - + - + + +
Case 10 70 F 11 - + + + + + + + + + + + +

DOI: Duratien of the illness

Aamvotrophy, Prpatkinsonism, D:dementia

PCsputkinje cells, ML molecular laver, GL:granular laver, WhIawhite matter (Lilche, Dideep ), DN dentate nueleus
+: guite a few neuropil threads without inclusions

*:severe white matter pathology

Table 2. Clinical profiles, neuropathological abnormality and distribution of tau pathology in the
patients with Kii ALS/PDC
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Figure 4 In all cases, torpedoes and grumose
degenerations are seen. There are
multinuclated and dislocated Purkinje cells in

the molecular layer of six cases.
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Figure 5 In the dentate nucleus, there are a lot
of NFTs and some coiled body. With AT-8
staining there are the neuropil threads, patchy

astrocytes, and some long neuritis.

Figure 6 A few Purkinje cells have AT-8
positive granular, filamentous, or aggregated
structures. And the structures extend to the
neurite. Fluorescent double staining of
anti-phosphorylated tau and calbindin
antibodies shows co-localization of them. By
Gallyas-Braak silver staining, Purkinje cells

have an argyrophilic profile.
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Figure 7 There are AT-8 positive findings in a
Bergmann like glia, projections of astrocyte and
golgi cell in the granular cell layer.

D.

Kii ALS/ PDC NFT

4R tau
Kii ALS/PDC

Guamanian

(Shiraki and Yase. 1991)
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