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Eg4: EQ-5D-5L VASEPDQ-390) #HES

EQ5D VAS

PDQ39SI
Spearman’ p=-.475 (p<0.01)

Sub-categories MEAN SD Spearman’ p
Mobility 25.9 23.8 -.539 (p<0.01)
ADL 19.2 19.9 -.384 (p<0.01)
Emotional well being 23.4 20.2 -.352 (p<0.01)
Stigma 139 16.5 -.139 (p<0.01)
Social support 7.1 14.0 -.273 (p<0.01)
Cognition 284 21.0 -.265 (p<0.01)
Communication 145 18.6 -.283 (p<0.01)
Bodily discomfort 20.6 22.6 -.235 (p<0.01)
D.
EQ-5D-5L VAS
MDS-UPDRS
PDQ-39
EQ-5D-5L
QoL
MDS-UPDRS
part 1 QOL
part 2
part3 4
QoL
EQ-5D-5L
QoL
PDQ-39

104

E.
EQ-5D- L VAS MDS UPDRS part I-1V
PDQ39SI
PDQ39 MDS-UPDRS
EQ-5D-5L VAS PD
PD
F.
G.
1.

1. Sekimoto S, Oyama G, Hatano T, Sasaki F,

Nakamura R, Jo T, Shimo Y, Hattori N. A
Study of
iPads

Randomized Crossover Pilot

Telemedicine  Delivered via in

Parkinson's Disease. Parkinsons Dis. 2019

6;2019:9403295. doi:
10.1155/2019/9403295. eCollection 2019.

2. Ishibashi Y, Shimo Y, Yube Y, Oka S, Egawa

H, Kohira Y, Kaji S, Kanda S, Oyama G,

Jan

Hatano T, Hattori N, Fukunaga T. Technique

and outcome of percutaneous endoscopic

transgastric jejunostomy for continuous
infusion of levodopa-carbidopa intestinal gel
for treatment of Parkinson's disease. Scand J
Gastroenterol. 2019 Jun;54(6):787-792. doi:
10.1080/00365521.2019.1619830. Epub 2019
May 24.

3. Sato K, Aita N, Hokari Y, Kitahara E, Tani M,
Izawa N, Hatori K, Nakamura R, Sasaki F,
Sekimoto S, Jo T, Oyama G, Hatano T, Shimo

Y, Ilwamuro H, Umemura A, Hattori N,

Fujiwara T. Balance and Gait Improvements



of Postoperative Rehabilitation in Patients
with Parkinson's Disease Treated with
Subthalamic Nucleus Deep Brain Stimulation
(STN-DBS). Parkinsons Dis. 2019 Aug
4;2019:7104071. doi: 10.1155/2019/7104071.
eCollection 2019.

. Bautista JMP, Oyama G, Nuermaimaiti M,
Sekimoto S, Sasaki F, Hatano T, Nishioka K,
Ito M, Umemura A, Ishibashi Y, Shimo Y,
Hattori N. Rescue Levodopa/Carbidopa
Intestinal Gel for Secondary Deep Brain
Stimulation Failure. J Mov Disord. 2020
Jan;13(1):57-61. doi: 10.14802/jmd.19051.
Epub 2020 Jan 31.

. Ito M, Sasaki F, Katsuta N, Sekimoto S, Jo T,
Nakamura R, Nakajima A, Oyama G, Shimo
Y, lwamuro H, Umemura A, Ohnuma T,
Hattori N. Young age and severity of motor
function are risk factors for psychosis after
subthalamic nucleus deep brain stimulation

for Parkinson's disease. Psychiatry Clin

Neurosci. 2020 Feb 14. doi: 10.1111/pcn.12991.

105



D
4)

IBGC)

D
D 2) 2) 2)
5)

3)

SLC20A2 PDGFB

SLC20A2

30%

PIT-2
1BGC
PDGFB
A.
(1BGC)
IBGC
( )
DNA
B.
DNA
SLC20A2, PDGFRB, PDGFB, XPR-1, MYORG
« )
SLC20A2, PDGFRB
( WT)  PiT-2
PiT-2 Chinese
Hamster Ovary (CHO
PiT-2
32P
( Diffuse Neurofibrillary

Tangle with Calcification DNTC ) IBGC

PET

PBB3

106




C.
I1BGC

4

Polyphen-2

0.84

0.&4

Pi uptake {nmolimin'mg protein)

024

0.24

PDGFB

SLC20A2
DNTC
PBB3
PDGFB

IBGC

Manvg

SLC20A2
4
PiT-2 PiT-2
CHO
PiT-2
IBGC
IBGC
PiT-2
* | : L
‘I-1H-
AR L
4 Ht T T
[ - [

WT D28N G120R A22TV C496Y Mock

I1BGC1

PET

PiT-2

30%

107

PET
DNTC
Primary
familial brain calcification PFBC
IBGC
F(amilial)IBGC PFBC
FIBGC
PiT-2
IBGC
1BGC
PDGFB
DNTC
PBB3 PET 1BGC
DNTC
DNTC
E.
SLC20A2
1BGC
IBGC
PET DNTC
DNTC
G.

Sekine SI, Kaneko M, Tanaka M, Ninomiya Y,
Kurita H, Inden M, Yamada M, Hayashi VY,
Inuzuka T, Mitsui J, Ishiura H, lwata A,



Fujigasaki H, Tamaki H, Tamaki R, Kito S,
Taguchi Y, Tanaka K, Atsuta N, Sobue G, Kondo
T, Inoue H, Tsuji S, Hozumi 1. Functional
evaluation of PDGFB-variants in idiopathic
basal ganglia calcification, using
patient-derived i1PS cells. Sci Rep. 2019 Apr
5;9(1):5698.

Nishii K, Shimogawa R, Kurita H, Inden M,
Kobayashi M, Toyoshima I, Taguchi Y, Ueda A,
Tamune H, Hozumi 1. Partial reduced Pi
transport function of PiT-2 might not be
sufficient to induce brain calcification of
idiopathic basal ganglia calcification. Sci
Rep. 2019 Nov 21;9(1):17288.

‘* Fahr
92(1):56-62, 2020.

IBGC
60 R1.5.22 25

108



[1D1069]

Nusinersen for treating spinal muscula
GRADE r atrophy. Technology appraisal guidance [T
A588]
Published date: 24 July 2019 https://www.ni
ce.org.uk/guidance/ta588

Minds https://min
ds.jcghc.or.jp/s/developer
manual

NICE
[ 1
1 [TA588] 11 2.
1.
2.
[TA588] 40 79
NICE 1 44 .45 3.
NICE
SMA
2020 2
[TA588]
SMA

109



23

40

41

42

43.

CHERISH
0
0 1
2

4 SMA

(NURTURE)

SMA

ERG

SMA

SMA

[1D1069]
SMA

- 5.58

: 43.71

110



- o HINE-2

- > HFMSE WHO
*
NHS PSS
(60 ** 80 )
3.5
44 .45
46 ERG
ERG
ENDEAR CHERISH
HRQoL
47
ENDEAR HINE- CHERISH HFMSE
2
0-13 : ENDEAR 0-15 > CHERISH HFMSE
HINE-2 16 : CHERISH CS2 CS12
14 : ENDEAR HFMSE
CS3A CHOP-INTEND
ENDEAR CHERISH
Gregoretti Zerres Zerres
Haaker Fajuk Bladen Haaker Fajuk

111



48

i ENDEAR CHERISH
1
— 4 *
13 4 HFMSE data for 5 cycles, up to
HINE-2 month 15
CHOP- HFMSE
INTEND + HFMSE

+ CHOP-INTEND

13- 14
49 ERG L)
CHOP  INTEND HINE-2
CHOP INTEND
CHOP INTEND HFMSE
> 1
50. ERG )

112



51. ERG 2
5~15
52.
SMA
- 4~7 1 SMA 10 2 SMA 90
- 5 6 2 SMA 50 50
53.
1-3 4-7 1-4 5-6
ENDER
Gregoretti | 10% 90% Zerres 50% 50%
Gregoretti | Zerres Zerres
HR-ad] HR-ad]
(HR=5185) | (HR=5185) | HR-adj HR-ad] HR-ad]j
(HR=26.4) | (HR=26.4) | (HR=26.4)

113




54. (3)

55. ERG
ERG

-Gregoretti : ENDEAR

-Zerres : CHERISH

SMA

(1.0)
2 SMA (90 )

56.

SMA CHERISH PedsQL
-Khan EQ-5D

114



57.

--0.04

SMA

(30.

88

80 :0.92)

Bastida

SMA

8 )

58.
-PedsQL

5~7
2~4

8~12
5~7
PedsQL

13~18
8~12

115

13~18

EQ-5D-Y




EQ-5D
“EQ-5D-Y  EQ-5D

- 8—~18

- 4 7 ,8 18

- - EQ-5D

- - CHU-9D HUI2

59.

ERG ¢))

-ERG

- SMA 10 QALY

-PedsQL 11~15

-Bastida Lloyd EQ-5D

- 3 ERG
-0.24 0.04
-0.12 0.04
-0.17 0.10
-0.04 / 0.39
0.04 0.72
0.52 0.72

/ 0.71
60.
ERG @)

116




-ERG

(SMA ) Bastida

Bastida
/
/
61.
212 mg £75, 000
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- SMA QALY
(£) | QALY Inc. (£) | Inc.QALY ICER (£QALY )
2,258,852 | 7.86 2,187,311 | 5.37 407,605
71,540 2.49
- SMA, QALY
(£) | QALY Inc. (£) | Inc.QALY ICER (£QALY )
2,258,852 | 7.61 2,187,311 |5.44 402,361
71,540 2.17
ICER QALY £408, 712
£404, 270 *
65.
- SMA QALY
(£) | QALY Inc. (£) | Inc.QALY ICER (£QALY )
3,148,754 | 16.88 2,964,442 | 2.37 1,252,991
184,312 14.52
- SMA QALY
(£) | QALY Inc. (£) | Inc.QALY ICER (£QALY )
3,148,754 | 15.66 2,964,442 | 3.30 898,164
184,312 12.36
ICER QALY £1, 286, 149
£933, 088 *
66.
ICER « )
ICER
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67.
ICER*
£407, 605

=1.00 £347, 082
=0.00 £872, 267

£417, 355
- Klug £405, 194
£421, 703
PedsQL 2 25
£1, 252, 991
=1.00 £734, 749
=0.00 £2, 324, 278
£1, 371, 100
- Klug £1, 258, 136
68.
12 12
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12 £ 398,912
12 £422, 874
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71. ERG

ERG - SMA QALY
(£ QALY Inc. (£) | Inc.QALY ICER (£QALY
2,264,226 | 4.42 2,192,722 | 5.20 421,303
71,504 -0.78
ERG - SMA, QALY
(€9) QALY Inc. (£) | Inc.QALY ICER (£QALY
2,264,226 | 2.43 2,192,722 | 3.47 631,583
71,504 -1.04
72.ERG -
ERG - SMA QALY
(£) | QALY Inc. (£) | Inc.QALY ICER (£QALY
£3,203,766 | 8.53 £3,014,078 | 7.37 £408, 769
£189,688 1.15
ERG - SMA, QALY
(£) | QALY Inc. (£) | Inc.QALY ICER (£QALY
£3,203,766 | 5.12 £3,014,078 | 4.76 £632, 850
£189,688 0.36
73. ERG -
ICER* ICER**
£407, 605 £402, 361
18 £407, 417 £402, 159
2 £407, 417 £402, 159
3 £421, 303 £394, 023
4 Bastida £407, 417 £600, 882
5 ERG - 1+2+3+4 £421, 303 £631, 583
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ICER* ICER**
£1,252,991 £898, 164
18 £1,221,051 £869, 639
2 £1,220,817 £869, 472
3 £408,847 £360, 122
4 Bastida £1,221,051 Dominated
5 ERG :1+2+3+4 £408,769 £632, 850
* o QALY
74. ERG -
ICER* ICER**
* *
ERG 421,303 408,769
6a Bastida 679,469 627,612
6b 366,289 850,597
7 573,922 432,191
8a 5% 450,926 455,934
8b 10% 496,787 552,283
8c 20% 674,945 1,011,268
8d 16,788,055 | 3,465,629
8e 14,994,339
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75. ERG

ICER* ICER**
* *
ERG 631,583 632,850
6a Bastida 1,467,413 1,375,278
6b 515,511 3,231,764
7 750,195 673,128
8a 5% 652,213 699,062
8b 10% 696,405 834,754
8c 20% 904,003 1,459,562
8d 3,831,118
8e 18,436,952
76.
NICE
24 / 9—~13
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ERG
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ENDEAR: EFS 0S
HRO.53 0.37
3 56
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NICE [2019] Nusinersen for treating spinal muscular atrophy. Available from

www.nice.org.uk/guidance/ta588 All rights reserved. Subject to Notice of rights.
NICE guidance is prepared for the National Health Service in England. All NICE
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12.1kg eGFR 70.9+ 15.3 ml/min/1.73m2 L-
( ) levodopa equivalent daily
dose LEDD 545.4+ 230.5mg
LEDD (Fig.1)
2012 2
(NCNP) (Table.1l) L-dopa
3 1
LEDD(mg) LEDD disease duration
2500
2000
B.
Team JParis 1500
2 ° ae
1000 O°//e
( )
30 40 ( )
(A2012-060:NCNP)
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(mg)

(%)

A B A B

LEDD 521.4+ 310.5 579.2+ 293.4
L-dopa 363.9+ 194.0 371.2+ 1689 96.7 985
Pergolide 1.71 - 3.3 0
Cabergoline 1.96 - 6.2 0
Pramipexole 1.72 2.23 354 303
Ropinirole 85 8.4 12.4 15.2
Rotigotine 15.3 124 15.3 242
Selegiline 4.2 3.8 153 33
Entacapon 409.3 500 20.6 16.7
Zonisamide 50.4 35.4 29.2 18.2
Istradefylline 238 21.8 12.4 18.3
Amantadine 156.5 142.9 20.6 10.6
Trihexyphenidyl 3.3 2 7.2 3.0
L-dopa 33 15
Agonist 36.8 318

Table.1

D.

Team JParis
JParis 2
PD JParis
JParis
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JParis

JParis

WEB

PD

WEB

Team
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1/3 1/10
1.
2.
a
3.
1/3
1710
9

1.

Murayama, S., Saito, Y.: Epidemiolog

ial pathology of Lewy body disease in

aging. Neuropathology review, in pre

paration.

2.

Murayama, S.: Annual report of Brain
Bank for Aging Research. 2019 AAIC,
Chicago, July, 2019

129




130

PLS JaCALS
/
1 1 1 2 2 3 4
1
2
3
4
(PLS) (ALS)
ALS JaCALS PLS
PLS
A
(primary lateral
sclerosis:PLS) PLS 28
(amyotrophic lateral sclerosis:ALS) 14
3
5
ALS 7-8 MMT O
(Japanese Consortium ALS Research: JaCALS)
PLS ALS
PLS 14
4 10
54 5 5
B 3 1
2006 2 2018 7 JaCALS 4 1
1521 PLS 1
28 1
5-25 1 10
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! 2 ® J-VAC study group
1
2
3
J-VAC study
corticobasal degeneration,CBD 37
3
Dickson CBD J Neuropathol Exp Neurol, 2002 61 935-946
35 CBD 4 CBD
33
65+ 8.7 41~83 7.58
J-VAC study C +3.6 0—~17 3 CBD
BD definite CBD 3 2 CBD
probable CBD 3 1 CBD
possible CBD 3 CBD
J-VAC study group CBD non-CBD
3
7 J-VAC study 35 definiteCBD 90 4 non-CBD 10
non-CBD PSP
3
Dickson CBD
J Neuropathol Exp Neurol, 2002 61 935-94
6 CBD
ballooned neuron R

72.8+ 8.0 50—~—87
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BD
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1.

Mimuro M, Yoshida M. Neuropathology
40: 57-67, 2019

2.
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(ALS)
ALS Screen(ECAS)

Edinburgh Cognitive and Behavioural

ALS Edinburgh Cognitive and Behavioural ALS
screen(ECAS)
ALS
ECAS
ECAS
A.
(ALS) (
(FTD) )
C
63 (ALS 32 ALS-FTD 3 control
Edinburgh Cognitive and Behavioural ALS 28 ) ALS ALS-FTD
screen(ECAS) ECAS Total ALS
ALS vs Control = 87.5+ 22.6 vs 104.7+ 15.6, r =
ECAS 0.40 p<o0.01 (r=
0.48 p < 0.0001) (r=0.38 p<
0.01) ALS- (r=0.489 p<
B. 0.0001) and ECAS (r=0.40 p<0.01)
ALS ALS/FTD ECAS . ECAS MoCA
Montreal Cognitive FAB MoCA: rs = 0.58
Assessment(MoCA) Frontal Assessment FAB: rs = 0.70
Battery(FAB) ALS Functional Rating Scale- ( ECAS
Revised(ALSFRS-R) ) rs=0.53

134




ALS

Control
Total
without FTD with FTD
Number of patients (M/F) 32(19/13) Sl 35(20/15) 28(16/12)
Age at examination () 680 (7.6) 707 (5h) 682 (7.4) 638 (127)
School education (v) 122 (286) 9.0 (007 119 (27) 130 (24)
Disease duration (ma) 576 (7-593) 210 (6-47) 552 (6-593)
Onset of disease
Bulkar 7 (21.9%) 2 (66.7%) 9 (25.7%)
Cervical 13 (406%) 0 (0%) 13 (371%)
Thoracic 12 (375%) 1 (33.3%) 13 (371%)
Lumbkar 0 (0%) 0 [0%) 0 (0%)
Bulkar involvement 20 (62 B%) 3 (100%) 23 (65.7%)
ALSFRS-R 332 (10.2) 347 (11.7) 333 (101)
%V Cpred 1T (292) 619 71.4 (288)
MoCA 239 (4.0) 160 236 (43)
FAB 142 (2.9) 6.3 (1.5) il e
ALSFRS-R: ALS Functional Rating Scale-Revised; %V Cpred: Predicted Vital Capacity Percentage; MoCA: Montreal
Cognitive Assessment; FAB: Frontal Assessment Battery.
* Bulbar involvement was defined as a score = 11 on the 3 bulbar items of the ALSFRS-R.
Disease duration was expressed median month (range), other factors are expressed mean (SD).
#p < 0.05 ALS with FTD ws ALS without FTD.
ECAS
ALS
Control (Total ALS
ws Control)
s BT h ETD (without vs Total
e N with FTD)
Total ECAS score 92201700 377(85H) r=059" 875(z26) 1047(156) r= 040"
i i 67.9(128) 287(64)  r=067™ 645(166) 805(107)  r=049""
functions
Executive 30.3(77) 11.0(53) =059 28.6(93) 37.3(65) #= 048"
Language 237027 13.002.0) F= 076" 22.7(4.0) 254(2.3) r=038"
Flusncy 14.0(6.3) 47(42] r=076" 132(67) 16.1(6.2) r=022
£l 5 IOt dic 243(6 6) 90(36)  r=056™ 230077) 243(69) r=0.09
functions
Memory 127(6.4] 2.0(2.0) r=045" 118(68) 124(68] +=0.056
Visuospatial 11.600.7) 70007 PR 11.2015) 11.9(04) r=026"
ECAS time 32 4(6 9] SelEllsE 32 5(74] 256(59] r= 045"

*p<0.05 ~p<001,

p <0.001, == p < 0.0001.
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MoCA FAB  ECAS

Charactenstics 8= b
Total ECAS and MoCA 058 0.0038"
Total ECAS and FAB 0.0 0.0003™
ALS specific ECAS and MoCA 055 0.0064™
ALS specific ECAS and FAB 062 0.0013"
AlLS non—speciic BECAS and Mo T A ARETS: 00574
ALS non—specific ECAS and FAB 061 0.0014"

MoCA: Maontreal Cognitive Assessment; FAB: Frontal Assessment Battery.
* p<0.05, ™ p<0.01 , ™ p<0.001.

ECAS
Charactenstics rs fr
Onset age =135 0.0434"
Disease duration e 04782
Education vear 053 0.0019"
ALSFRS-R 0.01 0.9505
LAY 026 01436

ALSFRS-R: ALS Functional Rating Scale-Revised; %VCpred: Predicted Vital Capacity Percentage.
*p=0.05, ™ p<0.01.

D.
ECAS 20 F.
ECAS 1
ECAS Watanabe Y, et al: Japanese version of the ALS
ALS FTD FTD-Questionnaire (ALS-FTD-Q-J). J Neurol Sci

367: 51-55, 2016.
Watanabe Y, et al: ALS-FTD-Q-J research group.
Cognitive and behavioral statusin Japanese ALS
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patients: a multicenter study. J Neurol. 2020.

Edinburgh Cognitive and
Behavioural ALS Screen (ECAS)
59 2018

60
2019

Cognition and behavior in Japanese ALS
patients. Watanabe Y, et al. 30th
International Symposium on ASL/MND,
Perth, December, 2019.

137



Cox
C.
1
1
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CBD mimics MDS

MDS PSP diagnostic criteria

CBD mimics 32

MDS PSP diagnostic criteria

PS
P CBD
mimics
CBD mimics

MD
S PSP criteria

CBD mimics 32

back translation

32
19
J-VAC CBD
CBD
mimics
MDS-PSP diagnostic
criteria

http://plaza.umin.ac.jp/
neuro2/index.html
PSP Dx ass
ist https://ps
p-assist.com/

CBD mimics PSP
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Perry

Perry Perry Mayo Clinic
DNTN1
87
Perry
1975 Perry
2009
DCTN1
TDP-43 87 Perry
19

DCTN1
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TDP-43

(FUK-1 FUK-4 OMT MZK)

Perry
DCTN1
FUK-1 OMT
OoOMT
TDP-43
Perry
Perry

[ ]
Perry TL, et al. Arch Neurol. 1975

Farrer MJ, et al. Nat Genet. 2009

Wider C, et a. Parkinsonism Relat Disord.

85

2009 Caroppo P, et a. JAMA Neurol. 2014
Mishima T, et a. Perry Syndrome: A
Distinctive Type of TDP-43 proteinopathy.
2017

1. Mishima T, Deshimaru M, Watanabe T,
Kubota K, Kinoshita-Kawada M, Yuasa-
Kawada J, Takasaki K, Uehara Y, Jinno S,
Iwasaki K, Tsuboi Y. Behavioral defects in a
DCTN1G71A transgenic mouse model of
Perry syndrome. Neurosci Lett. 2018;666:98-
103

2. MishimaT, Fujioka S, Tomiyama H, Yabe
I, Kurisaki R, Fujii N, Neshige R, Ross OA,
Farrer MJ, Dickson DW, Wszolek ZK, Hattori
N, Tsuboi Y. Establishing diagnostic criteria
for Perry syndrome. J Neurol Neurosurg
Psychiatry. 2018;89(5):482-87.

3. IshikawaKIl, Saiki S, Furuya N, Imamichi
Y, Tsuboi Y, Hattori N.  p150glued deficiency
impairs effective fusion between
autophagosomes and lysosomes due to their
redistribution to the cell periphery. Neurosci
Lett. 2018;690:181-187

4. HondaH, Sasagasako N, Shen C, Shijo M,
Hamasaki H, Suzuki SO, Tsuboi Y, Fujii N,
Iwaki T. DCTN1 F52L mutation case of
Perry syndrome with progressive supranuclear
palsy-like tauopathy.  Parkinsonism Relat
Disord. 2018 Feb 23
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1)

13 MRI 56 n=20
n=36
PD 56 13
20 36
1) FDG-PET
32
PD 14 18
PD 80%
2)
PD
3),4)
C.
5) 1 1
p <0.05
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FWE corrected, p <



0.05, k=0

(p < 0.01)
(p<0.01) (p <0.01)
(p < 0.05)

3
<0.05)
D.

PD NBM
E.
MRI

[ 1

1) Schapira, A. H. V., K. R. Chaudhuri and
P. Jenner (2017) Non-motor features of
Parkinson disease. Nat Rev Neurosci.,
18(7), 435-450.

2) Aarsland, D., B. Creese, M. Politis, et al.

(2017) Cognitive decline in Parkinson
disease. Nature Reviews Neurology. 13(4),
217-231.

3) Litvan, 1., D. Aarsland, C. H. Adler, et
al. (2011) MDS task force on mild
cognitive impairment in Parkinson’s
disease: Critical review of PD-MCI.
Movement Disorders. 26(10), 1814-1824.
4) Baba, T., A. Kikuchi, K. Hirayama, et
al. (2012) Severe Olfactory dysfunction is
a prodromal symptom of dementia
associated with Parkinson’s disease: a 3

year longitudinal study. Brain. 135, 161-

(P

169.

5) Gratwicke, J., Jahanshahi, M., Foltynie, T.
(2015) Parkinson’s disease dementia: a neural
networks perspective.Brain. 138, 1454-1476.

1. Gang M, Baba T, Hosokai Y, Nishio Y,
Kikuchi A, Hirayama K, Hasegawa T, Aoki
M, Takeda A, Mori E, Suzuki K. Clinical
and Cerebral Metabolic Changes in
Parkinson's Disease With Basal Forebrain
Atrophy. Mov Disord. 2020 doi:
10.1002/mds.27988

13
:2019.7.25
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2019
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Sekimoto S, Oyama G, A Randomized Crossover Pilot
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Shimo Y, Hattori N. Parkinson's Disease
Fujita K, Matsubara T, Co-morbidity of progressive
Miyamoto R, Sumikura y ot prog
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Morino H, Kawakami H,
Hasegawa M, Kaji R,
Murayama S, lzumi Y.

Ogura A, Watanabe H,
Kazuya K, Ohdake R,
Tanaka Y, Masuda M,
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Semantic deficits in ALS
related to right

H_ara,K, Bagarinao E, lingual/fusiform gyrus network EBioMedicine |47 506-517 | 2019
Riku Y, Nakamura R, involvement
Kawai Y, Nakatochi M, '
Atsuta N, Katsuno M,
Sobue G, et al.
Sekiya H, Kowa H,
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K, Osaki Y, Morita V,
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R, Ueda T, Wakasugi N, | mutations in Japanese Neurology.
Saitoh Y, SakamotogT, patients with P Geneticg g 503) e332 2019
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K, Tokuoka H, Hara A,
Monma K, Ogata K,
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H, Arai T, Araki M,
Fujii T, Tsukita K,
Sakamaki-Tsukita H,
Sano A.
Miyahara H, Autopsied case with
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GRADE

GRADE

col

CQ

10

future research question

CQ

Minds 2017
https://minds.jcghc.or.jp/s/guidance 2017
2 GRADE Grading of Recommendations
Assessment, Development and Evaluation system

http://www.gradeworkinggroup.org/

3 Pai, Menaka, et al., 2015, “Developing
methodology for the creation of clinical practice
guidelines for rare diseases: A report from RARE-
Bestpractices,” Rare Disease, 3:1, e1058463




ALS

ALS El Escorial
60 4
1 2
probable ALS
ALS
definite ALS
ALS 31 53 probable ALS
El Escorial 74 79
4 D 209 ALS
1 73
2 80 2
probable ALS D.
ALS
ALS
E.
ALS
F.

81 ALS

11

1) Misawa et al. Neurology 2017;77:1532-1537
2) Menon et al. Lancet Neurology 2015;5:478-484




MDS-UPDRS  UDysRS

MDS-UPDRS
UDysRS
MDS
10
A.
MDS-UPDRS UD RS
UD RS 25
253
MDS 3 D.
MDS-UPDRS UD RS
E.
F.
MDS-UPDRS Kashihara K., et al., Mov Disord Clin Pract.1: 200-
212, 2014.
30 365
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PSP
PSP
A. PSP B. PSP(PSP-C)
PSP MDS-PSP
NINDS-SPSP PSP(PSP-C)
PSP- MDS PSP study group
RS
PSP-C
MDS clinical diagnostic criteria for PSP ( PSP-C
MDS-PSP criteria) JALPAC PSP
PSP PSP %
PSP mimics
C. PSP
2019 PSP
87.9% 85.7% 2
1 suggestive of PSP
probable PSP
trihexyphenidyl
PSP
PSP CBD
PSP-RS  PSP-SL CBD D.
1) Ali et al. Mov Disord 2019 online
2) Grimm et al. Mov Disord 2019 online
MAX rule
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MRI

MRI

MRI

MRI

MRI

fluid attenuated
inversion recovery (FLAIR)

(Alzheimer”s disease:AD)
SPM
VSRAD
dementia with
grains/argyrophylic grain disease:DG/AGD
AD

14




DG/AGD

5: progressive supranuclear

palsy:PSP

PSP subtypes

PSP-RS

PSP

corticobasal

degeneration:CBD

PSP
subtypes
CBD
subtypes MRI

multiple systemic atrophy:MSA

MSA-C hot cross bun sign

15

subtypes

F.

Tokumaru AM, Saito Y, Murayama S, et al. MRI
diagnosis in other dementias. P397116 In
Neuroimaging Diagnosis for Alzheimer”s Disease
and other dementias. Matsuda S, Asada T,
Tokumaru AM. Ed. Springer



MRI1 MRI1
slit-like syrinx 2009 12 2,938
presyrinx 72.9%(2143 )
1,192 ( 536
656 ) 1 209
50

2,505  (95%

2074-2936) 18
1.96 /7 10
22.7%
24
AQP4
MOG
AQP4 MOG
1 1
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0.6%

22

13 1 2
37.2+ 27.9
9

0.60, P = 0.03

-0.60, P = 0.03
32

32 10 (31.3%) 1 (10%)

22
MRI( 11.4 7 ) 18
(81.8%) 18
14 (77.8%)
4
4 (18.2%)
MRI

MYBPC1, COX20,
CEP170, AKT

17

MRI

8.2 /10

1.96 /10

1.96 710

2,503

MRI
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1) Sakushima K, Tsuboi S, Yabe I, Hida K,
Terae S, Uehara R, Nakano I, Sasaki H:
Nationwide survey on the epidemiology of
syringomyelia in Japan. J Neurol Sci 313:
147-52, 2012
2) , )

. Brain and Nerve 63:
969-977, 2011
3) Sakushima K, Hida K, Yabe 1, Tsuboi S,
Uehara R, Sasaki H: Differences in surgical
treatment techniques used by neurosurgeons
and orthopedists for syringomyelia caused by
Chiari 1 malformation in Japan. J Neurosurg
- spine 18; 588-892, 2013
4) Yabe I, Matsushima M, Seki T, Sasaki H. A
nationwide survey of familial syringomyelia.
J Neurol Sci 381; 128-129, 2017

G.
1.
2.
3.
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service-based study

2009
11 35
(b)
11 35 CQ
D.
2011 2)
@) service-based study CQ
2009
1)
E.
(b)
Minds2017
CcQ
F.
1)
27 : 229-237, 2010.
@) service-based study 2
28: 296-325
2009 2011.
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