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BEHEHNFOHER

X 7 ST2EE | SH3EE | SFIEE | SOFEE | SHOEE
IR & BB " K ¥ 352 352 352 352 352
- 4 163.5 168. 7 165. 2 158. 1 141.0
—AEYy | A 0.9 2.8 3.8 6.3 6.3
Be 8 & ¥z i 115.2 116. 1 116.0 116.3 116.8
Hi 279.6 287.6 284.9 280. 6 264. 1
IR EF e KA A =X 79.4 81.7 80.9 79.7 75.0
T A B B #F X 1.4 1.5 1.4 1.5 1.5
B OB AR O T = 6.4 7.3 7.3 6.9 .5
¥ Yy #E KR OB # 69. 1 69.6 12.4 68.0 65. 3
— B F ¥ B F ¥ 167.2 166. 1 163. 3 154. 4 155. 1
VoS 3 3 ==} i3 11.9 10.8 10.8 10.2 10.7
N & B B # 8.4 9.2 9.2 9.8 9.4
3 vl E b3.7 55.1 48.0 57.0 67.3
bt B It E 56. 1 61.9 56.5 61.5 65.0
SHM2EEUBOIO T FUERBEEZKR)
B ARBEH EEANER (1 BFEHEER
E) 48 58 68 7R 8A 98 |10A|11A| 128 | 1A 2R 38 |FXETH
SH24/E| 275.8| 267.5| 271.6| 283.7| 277.9| 277.3| 287.6| 290.3| 277.1| 284.2| 283.1| 279.4 279.6
SM3ERE| 2877 279.2| 277.5| 276.8| 286.5| 287.9] 290.5| 289.0{ 290.7| 293.6/ 302.3| 290.3 287.6
SMAERE| 208.8| 289.1| 279.4| 284.7| 291.0| 286.2| 281.1| 275.3| 272.5| 287.2| 291.1| 283.4 284.9
SFSERE| 272.0] 279.4] 289.8| 290.8| 294.7| 283.5| 268.2| 277.1| 275.1| 278.0| 286.9| 272.3 280.6
SFM6ERE| 2655 264.1] 261.9] 259.2| 273.6| 270.3| 262.7| 255.1| 262.7| 267.7| 266.8] 259.7 264. 1
B ARBEH(—B) EENHERE (1 BFEHEER
£ 47 58 6 AR 7 A 8 A 9A 10B|11A|12A 1A 2 A 3 |EEFH
SF24/E| 160.5| 152.7| 156.2| 167.7| 162.4| 162.5| 171.1| 173.1| 159.4| 166.9| 166.4| 163.2 163.5
SM3ERE| 169.1| 157.9] 160.1| 161.4| 164.3| 166.8| 173.4| 172.0| 175.7| 174.1| 179.3] 171.1 168.7
SM4ERE| 181.6] 170.0] 162.3| 167.5| 168.6| 166.3| 162.6| 155.8| 148.5| 162.9| 171.2| 165.6 165. 2
SFSERE| 155.2| 160.1| 168.5| 167.8| 172.5| 161.5| 144.8| 153.1| 149.5| 153.8| 162.4| 148.0 158.1
SFM6ERE| 1435 144.1] 141.9] 139.9] 149.6| 144.5| 138.5| 132.6| 140.2| 142.7| 141.4] 133.1 141.0
B ARBEH @R EENER (1 BFEHEER
X5 47 58 6 AR 7 A 8 A 9A 10B|11A|12A 1A 2 A 3 |EEFH
SHREE 1.9 0.5 0.0 0.1 0.8 0.0 0.4 1.6 1.9 1.7 1.0 1.5 0.9
SH3EE 3.4 5.9 1.9 0.3 5.8 3.8 0.8 0.9 0.0 2.6 5.1 3.0 2.8
SHAEE 3.3 3.0 0.6 2.7 1.5 4.1 1.7 3.1 7.3 7.5 2.1 1.5 3.8
SHSEE 0.0 2.0 4.2 6.7 8.2 7.2 7.3 8.2 9.4 7.6 7.4 1.5 6.3
SHCERE 6.2 4.6 3.9 3.1 6.9 8.7 7.8 5.0 5.2 7.9 7.9 8.5 6.3
(ERFRESI2E4R1TELYFRE DT EEZA)
B ARBEH(ED) EENER (1 BFEHEER
X5 47 58 6 AR 7 A 8 A 9A 10B|11A|12A 1A 2 A 3A |EETH
SF2ERE| 113.4] 114.3] 115.4] 115.9] 114.7| 114.8| 116.1| 115.5| 115.8| 115.6| 115.6] 114.7 115.2
SM3ERE| 115.2| 115.5] 115.4] 115.1] 116.4| 117.3| 116.4| 116.0| 115.0| 117.1| 117.5 116.3 116.1
Sf4&ErE| 113.8] 116.1] 116.5] 114.5] 115.0] 115.8| 116.8| 116.4| 116.8| 116.8| 117.2| 116.2 116.0
SFSEE| 116.7| 117.4] 117.2| 116.4] 114.1| 114.8| 116.1| 115.8| 116.3| 116.6| 117.1| 116.9 116.3
SF64RE| 115.8] 115.4| 116.1] 116.2| 117.0| 117.0| 116.4| 117.5| 117.3| 117.2| 117.6| 118.1 116.8
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B2 B A

[BE1A1B4-YZERAK]

3 o SM2EE SHIEE SHAEE ST SHEERE
A B 3,718.7 3,709.9 3,772.8 3,749.2 3,649. 4
- 3,713.7 3,574.0 3, 600. 9 3,693. 2 3,642. 2
# B 4,916.5 9,174.7 10,502. 2 3,008. 4 3,147.3
E 0O 3,716.0 3,776.3 3,799.4 3, 860. 6 3, 685. 1
T 1,336. 4 1,384.7 _1,384.9 1,355.8 1,390. 6
(FERIFRIEIS2EARTIB L YHE IO FEEZA)
SHEELROIOF 79 F U EEEER)
[(BE&E1A1BARYEERRAE]
X 7 S2EE SIERE SHAEE SFNSEE SF6EE
S 2,857.3 2,917.0 2,950.3 2,940. 1 2,835. 1
A A = 175.3 140.5 166.7 177.2 165. 6
~ B = 4.8 40.5 38.5 38.4 35.6
ﬁ c = 98.5 96.9 102.6 93.5 93.0
I 545. 8 515.0 514.8 499.9 520. 1
2 3,718.7 3,700.9 3,772.8 3,749.2 3,649.4
3 o SM2EE SHIEE SHAEE ST DFN6LERE
£ X 545. 2 586. 0 617.6 569. 9 572.5
s A & 221.9 213.4 169. 1 202. 6 233.3
B & 209. 8 214.3 192.9 197.8 206. 7
x| ¢ & 285. 5 309. 2 326.7 309. 2 301. 5
D & 68.0 61.8 78.5 76.2 76.7
&t 1,336. 4 1,384.7 1,384.9 1,355.8 1,390. 6
[(BE&E1A1BARYEERRAE]

3 o SM2EE SHIEE SHAEE SFSEE SFN6LERE
N 2,595. 5 2,594.0 2,637. 1 2,710.2 2,621.9
B A & 225.2 166.9 166.5 226.9 228. 5
Sl B = 61.4 57.0 53.7 58. 4 56. 8
g c =& 138.7 134.6 140.8 132.8 136.7

D & 692.9 621. 4 602. 8 564. 9 598. 4

&t 3,713.7 3,574.0 3, 600. 9 3, 693. 2 3,642, 2
N 4,151.9 8,216.0 7,791.3 2,367.3 2, 495.0
B A & 108. 6 350. 0 2,070.8 272.6 170.1
sl B = 215.5 241.7 193.6 54.0 56. 7
% c & 349. 4 310.7 381.9 191.0 199, 2
D & 91.1 56. 2 58. 6 213.5 226.3

i 4,916.5 9,174.7 10,502. 2 3,008. 4 3,147.3
N 3,218.3 3,259.3 3,239.2 3,283.7 3,111.0
B A & 105. 1 97.1 105. 1 104.6 89. 4
s B = 12.6 11.5 1.7 10. 4 8.8
| ¢ & 39.3 36.9 39.1 34.8 34.4
D & 340. 7 371.4 404.2 421.1 441.4

i 3,716.0 3,776.3 13,7994 3, 860. 6 3, 685. 1

(FERIFRIETF2EARTIB L YHE IO FEEZA)




BFEEN BREFEE
X 7 BSH2EE SHIBEE SHAEE SHSEE SHI6EE
BEIRE 4,923,090 4,984, 740 5, 054, 055 4,490, 028 4,135,053
EEREBINGE 4,879, 391 4,935,575 5,009, 291 4,454,410 4,095,078
EFEIRE 4,325,737 4,498, 364 4,478, 260 4,355, 202 4,041, 660
AR BN EE 3,724,783 3,834,484 3,858,547 3,782,635 3,457,120
EHELEING 51, 223 50, 085 48,415 47, 382 47,212
SR EINE 526, 803 540, 065 535,190 492, 221 506, 664
REFHES 11, 382 59, 289 23,442 15,076 12, 543
ZRARE - BRI ARE 3,403 3,430 2,907 2,536 3,237
ZTDhEFIRE 24,165 21, 654 17, 057 20, 063 21, 093
RIZETER (A) A 16,022 A 10,643 A 7,298 A 4711 A 6,209
(EZFESHREE) 553, 654 4317, 211 531, 031 99, 208 53,418
BEEX RN 0 0 0 0 0
WEEFINE 538,474 418, 427 508, 448 49, 847 21,187
FTEINE 4,502 183 1,054 200 1,324
Z D2 B ERINE 10, 678 18, 601 21,529 49,161 30, 907
(EZFE SR 43, 699 49,165 44,764 35,618 39,975
BETHE XTI 0 0 0 0 0
i PR B 28 = F5 AR 4% 22,268 30, 814 28,589 24,004 19, 252
T DR IRE 21, 431 18, 351 16,175 11,614 20, 723
G B A 2% 0 0 0 33 5,808
o g A& 4,923,090 4,984,740 5,054, 055 4,490, 061 4,140, 861
= 7 SH2EE SHBEE SHAEE SHISEE SHI6EE
BEER 4,678,617 4,641,073 4,768, 936 4,589, 527 4,531,796
PERERE 4,534, 005 4,498,139 4,617,442 4,451,425 4,396, 835
w5 B 2,938, 464 2,881,042 2,891, 649 2,770, 581 2,740,157
o oH B 517,322 492, 349 511, 042 531, 520 513, 968
EXEmE 305, 879 281, 596 305, 424 310, 355 304, 700
PEMEE 145, 316 139, 958 131, 057 137, 296 123, 808
ERAHEZEHERE 5,531 9,015 13,618 12,779 16,678
HERAMEE 60, 596 61, 780 60, 943 71,090 68, 782
ERE 277, 399 253,909 261, 353 255, 025 255,077
HiEEERE 567, 207 598, 264 607, 144 564, 733 577,113
BA{E A& 331, 562 356, 622 343,199 321, 060 327,721
ZDfth 235, 645 241, 642 263, 945 243,673 249, 992
HERFEE 997 946 814 1,044 1,308
® =1 232,616 271, 629 345, 440 328, 522 308, 612
(EENER) 144,612 142,934 151, 494 138, 102 134, 961
HEEFBHE 0 0 0 153 0
BRI RERE 46, 995 46, 803 50, 650 51,523 50, 631
Z DR EERA 97,617 96, 131 100, 844 86, 426 84,330
S =B S 68, 862 4 1,203 4,053 14, 456
waE A 4,747,479 4,641,077 4,770,139 4,593, 580 4,546, 252
i3z = 103. 7% 107. 4% 106. 0% 97. 7% 91. 0%
winz = 175, 611 343, 663 283,916 A 103,552 A 411,199
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1. Pure argyrophilic grain disease revisited: independent effects on limbic, neocortical, and
striato-pallido-nigral degeneration and the development of dementia in a series with a low to
moderate Braak stage

Yokota O, Miki T, Nakashima-Yasuda H, Ishizu H, Haraguchi T, Ikeda C, Hasegawa M, Miyashita A,

Ikeuchi T, Nishikawa N, Takenoshita S, Sudo K, Terada S, Takaki M.
Acta Neuropathol Commun. 2024 Jul 31; 12(1): 121. doi: 10.1186/s40478-024-01828-6.

Agyrophilic grains (AGs) are age-related limbic-predominant lesions in which four-repeat tau is selectively accumulated.
Because previous methodologically heterogeneous studies have demonstrated inconsistent findings on the relationship
between AGs and dementia, whether AGs affect cognitive function remains unclear. To address this question, we first
comprehensively evaluated the distribution and quantity of Gallyas-positive AGs and the severity of neuronal loss in the
limbic, neocortical, and subcortical regions in 30 cases of pure argyrophilic grain disease (pAGD) in Braak stages I-IV
and without other degenerative diseases, and 34 control cases that had only neurofibrillary tangles with Braak stages [-IV
and no or minimal AP deposits. Then, we examined whether AGs have independent effects on neuronal loss and dementia
by employing multivariate ordered logistic regression and binomial logistic regression. Of 30 pAGD cases, three were
classified in diffuse form pAGD, which had evident neuronal loss not only in the limbic region but also in the neocortex
and subcortical nuclei. In all 30 pAGD cases, neuronal loss developed first in the amygdala, followed by temporo-frontal
cortex, hippocampal CA1, substantia nigra, and finally, the striatum and globus pallidus with the progression of Saito AG
stage. In multivariate analyses of 30 pAGD and 34 control cases, the Saito AG stage affected neuronal loss in the amygdala,
hippocampal CA1, temporo-frontal cortex, striatum, globus pallidus, and substantia nigra independent of the age, Braak
stage, and limbic-predominant age-related TDP-43 encephalopathy (LATE-NC) stage. In multivariate analyses of 23
PAGD and 28 control cases that lacked two or more lacunae and/or one or more large infarctions, 100 or more AGs per
x 400 visual field in the amygdala (OR 10.02, 95% CI 1.12-89.43) and hippocampal CA1 (OR 12.22,95% CI 1.70-87.81),
and the presence of AGs in the inferior temporal cortex (OR 8.18, 95% CI 1.03-65.13) affected dementia independent of
age, moderate Braak stages (III-IV), and LATE-NC. Given these findings, the high density of limbic AGs and the increase
of AGs in the inferior temporal gyrus may contribute to the occurrence of dementia through neuronal loss, at least in cases

in a low to moderate Braak stage.

2. Conventional magnetic resonance imaging key features for distinguishing pathologically
confirmed corticobasal degeneration from its mimics: a retrospective analysis of the J-VAC
study

Sakurai K, Tokumaru AM, Yoshida M, Saito Y, Wakabayashi K, Komori T, Hasegawa M, Ikeuchi T,

Hayashi Y, Shimohata T, Murayama S, Iwasaki Y, Uchihara T, Sakai M, Yabe I, Tanikawa S, Takigawa H,
Adachi T, Hanajima R, Fujimura H, Hayashi K, Sugaya K, Hasegawa K, Sano T, Takao M, Yokota O, Miki T,
Kobayashi M, Arai N, Ohkubo T, Yokota T, Mori K, Ito M, Ishida C, Idezuka J, Toyoshima Y, Kanazawa M,
Aoki M, Hasegawa T, Watanabe H, Hashizume A, Niwa H, Yasui K, Ito K, Washimi Y, Kubota A, Toda T,
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Nakashima K, Aiba I; J-VAC study group.
Neuroradiology. 2024 Nov;66(11):1917-1929. doi: 10.1007/s00234-024-03432-w. Epub 2024 Jul 22.

Purpose: Due to the indistinguishable clinical features of corticobasal syndrome (CBS), the antemortem differentiation
between corticobasal degeneration (CBD) and its mimics remains challenging. However, the utility of conventional
magnetic resonance imaging (MRI) for the diagnosis of CBD has not been sufficiently evaluated. This study aimed to
investigate the diagnostic performance of conventional MRI findings in differentiating pathologically confirmed CBD
from its mimics.

Methods: Semiquantitative visual rating scales were employed to assess the degree and distribution of atrophy and
asymmetry on conventional T1-weighted and T2-weighted images. Additionally, subcortical white matter hyperintensity
(SWMH) on fluid-attenuated inversion recovery images were visually evaluated.

Results: In addition to 19 patients with CBD, 16 with CBD mimics (progressive supranuclear palsy (PSP): 9, Alzheimer's
disease (AD): 4, dementia with Lewy bodies (DLB): 1, frontotemporal lobar degeneration with TAR DN A -binding protein
of 43 kDa(FTLD-TDP): 1, and globular glial tauopathy (GGT): 1) were investigated. Compared with the CBD group, the
PSP-CBS subgroup showed severe midbrain atrophy without SWMH. The non-PSP-CBS subgroup, comprising patients
with AD, DLB, FTLD-TDP, and GGT, showed severe temporal atrophy with widespread asymmetry, especially in the
temporal lobes. In addition to over half of the patients with CBD, two with FTLD-TDP and GGT showed SWMH,
respectively.

Conclusion: This study elucidates the distinct structural changes between the CBD and its mimics based on visual rating
scales. The evaluation of atrophic distribution and SWMH may serve as imaging biomarkers of conventional MRI for

detecting background pathologies.

3. Potential dopaminergic deficit in patients with geriatric psychiatric disorders as revealed by
DAT-SPECT: a cross-sectional study. BMJ Ment Health 2024; 27: e301042.
Takenoshita S, Terada S, Kojima K, Nishikawa N, Miki T, Yokota O, Fujiwara M, Takaki M.
BMJ Ment Health. 2024 Jul 30;27(1): €301042. doi: 10.1136/bmjment-2024-301042.

Background: It has been reported that patients with geriatric psychiatric disorders include many cases of the prodromal
stages of neurodegenerative diseases. Abnormal 123I-2B-carbomethoxy-3p-(4-iodophenyl)-N-(3-fluoropropyl)
nortropane dopamine transporter single-photon emission computed tomography (DAT-SPECT) reveals a nigrostriatal
dopaminergic deficit and is considered useful to detect dementia with Lewy bodies and Parkinson's disease as well as
progressive supranuclear palsy and corticobasal degeneration. We aimed to determine the proportion of cases that are
abnormal on DAT-SPECT in patients with geriatric psychiatric disorders and to identify their clinical profile.

Methods: The design is a cross-sectional study. Clinical findings of 61 inpatients aged 60 years or older who underwent
DAT-SPECT and had been diagnosed with psychiatric disorders, but not neurodegenerative disease or dementia were
analysed.

Results: 36 of 61 (59%) had abnormal results on DAT-SPECT. 54 of 61 patients who had DAT-SPECT (89%) had
undergone 123I-metaiodobenzylguanidine myocardial scintigraphy (123I-MIBG scintigraphy); 12 of the 54 patients
(22.2%) had abnormal findings on 1231-MIBG scintigraphy. There were no cases that were normal on DAT-SPECT and

abnormal on 123I-MIBG scintigraphy. DAT-SPECT abnormalities were more frequent in patients with late-onset (55
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years and older) psychiatric disorders (69.0%) and depressive disorder (75.7%), especially late-onset depressive disorder
(79.3%).

Conclusion: Patients with geriatric psychiatric disorders include many cases showing abnormalities on DAT-SPECT. It is
suggested that these cases are at high risk of developing neurodegenerative diseases characterised by a dopaminergic
deficit. It is possible that patients with geriatric psychiatric disorders with abnormal findings on DAT-SPECT tend to show
abnormalities on DAT-SPECT first rather than on 1231-MIBG scintigraphy.

4, MAPT mutations in amyotrophic lateral sclerosis: clinical, neuropathological and functional
insights

De Bertier S, Lautrette G, Amador MD, Miki T, Boillée S, Lobsiger CS, Bohl D, Darios F, Machat S,

Duchesne M, Vourc'h P, Fauret-Amsellem AL, Corcia P, Guy N, Couratier P, Seilhean D, Millecamps S.
J Neurol. 2025 Mar 18;272(4):272. doi: 10.1007/s00415-025-13007-1.

Background: Amyotrophic lateral sclerosis (ALS) and frontotemporal dementia (FTD) are part of a well-established
disease continuum, underpinned by TDP43-pathology. In contrast, the clinical manifestations of Tau-linked disorders are
typically limited to cognitive phenotypes or atypical parkinsonism, although few reports describe motor neuron
involvement associated with MAPT (microtubule-associated protein Tau) mutations. This study aimed to investigate the
contribution of MAPT to the ALS phenotype.

Methods: We analyzed a whole-exome sequencing database comprising 470 ALS patients and explored the pathogenicity
of the identified variants through familial, clinical, neuropathological, and cellular studies.

Results: We identified two missense variants in the Tau repeat domains: the novel p.1308T variant, in a patient with early-
onset ALS, and the p.P364S mutation in three families with spinal- or respiratory-onset ALS. Segregation of this mutation
with disease could be confirmed in two affected cousins. The observation of p.P364S patient's tissue showed
accumulations of hyperphosphorylated Tau in various brain regions, prominent in the motor cortex with Lewy body-like
inclusions, along with a C-terminal cleaved form of Tau in muscle. In NSC-34 motor neuron cells expressing p.1308T or
p-P364S mutants, Tau was discontinuous along the neurites, with clusters of mitochondria resulting from impaired
mitochondrial motility.

Conclusion: These findings expand the molecular understanding of ALS to include MAPT mutations. MAPT analysis
should be incorporated into ALS genetic screening, particularly in patients with a familial history of the disease.
Recognizing the full spectrum of MAPT-linked neurodegenerative diseases is of considerable interest, given the ongoing

efforts to develop MAPT-targeted therapies.

5. Adult-onset leukoencephalopathy with axonal spheroids and pigmented glia (ALSP):

Estimation of pathological lesion stage from brain images
Kinoshita M, Oyanagi K, Matsushima A, Kondo Y, Hirano S, Ishizawa K, Ishihara K, Terada S, Inoue T,
Yazawa I, Washimi Y, Yamada M, Nakayama J, Mitsuyama Y, Ikeda SI, Sekijima Y.
J Neurol Sci. 2024 Jun 15:461:123027. doi: 10.1016/j.jns.2024.123027. Epub 2024 May 10.

Background: Adult-onset leukoencephalopathy with axonal spheroids and pigmented glia (ALSP) is a disease responsible

for cognitive impairment in adult humans. It is caused by mutations in the colony stimulating factor 1 receptor gene
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(CSFIR) or alanyl-transfer (t) RNA synthetase 2 (AARS2) gene and affects brain white matter. Settlement of stages of
the pathological brain lesions (Oyanagi et al. 2017) from the findings of brain imaging will be inevitably essential for
prognostication.

Methods: MRI images of eight patients with ALSP were analyzed semiquantitatively. White matter degeneration was
assessed on a scale of 0 to 4 (none, patchy, large patchy, confluent, and diffuse) at six anatomical points, and brain atrophy
on a scale 0 to 4 (none, slight, mild, moderate, and severe) in four anatomical areas. The scores of the two assessments
were then summed to give total MRI scores of 0-40 points. Based on the scores, the MRI features were classified as
Grades (0-4). Regression analysis was applied to mutual association between mRS, white matter degeneration score, brain
atrophy score, the total MRI score and disease duration.

Results: White matter degeneration score, brain atrophy score, and the total MRI score were significantly correlated with
the disease duration. MRI Grades (2-4) based on the total MRI scores and the features of the images were well correlated
with the pathological lesion stages (II - IV); i.e., 'large patchy' white matter degeneration in the frontal and parietal lobes
(MRI Grade 2) corresponded to pathological Stage II, 'confluent' degeneration (Grade 3) to Stage III, and 'diffuse’
degeneration (Grade 4) to Stage IV.

Conclusion: MRI Grades (2-4) resulted from the total MRI scores were well correlated with the pathological lesion Stages

(II - IV).
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9. Comparison of "Semiocclusive Dressing"” Treatment Using Plastic Wrap or Low-Adherent
Absorbent Wound Dressings Versus Occlusive Dressing Treatment for Stage Ill/IV Pressure
Injuries in the Inflammatory Phase: A Randomized Controlled Trial

Takahashi J, Nakae K, Yokota O, Nakata R, Hasegawa H, Miyagawa M.
Adv Wound Care (New Rochelle). 2024 Jul 11. doi: 10.1089/wound.2024.0041. Online ahead of print.

Objective: To compare the effectiveness of "semiocclusive dressing (SOD)" treatment using plastic wrap or low-adherent

absorbent wound dressings with that of occlusive dressing (OD) treatment for National Pressure Injury Advisory Panel

stage III/IV pressure injuries in the inflammatory phase. Approach: This 12-week, open-label, randomized controlled trial
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was conducted at one hospital and three care facilities. Seventy-seven participants were enrolled; 40 comprised the SOD
group and 37 comprised the OD group. The primary outcome was the surface area reduction. Secondary outcomes
included the Bates-Jensen Wound Assessment Tool (BWAT) score reductions, incidence of adverse events, and material
cost. This trial met the recommendations of the CONSORT 2010 statement. Results: The surface area reduction of the
SOD group was greater than that of the OD group throughout the study period. The significant interaction was revealed
between treatment and time course (p < 0.0001). The 95% confidence interval of the difference at 12 weeks was 3.4 to
21.9. The median BWAT score reduction of the SOD group at 12 weeks was 23, and that of the OD group was 18.5 (p =
0.0077). The incidence of adverse events was comparable between groups. The OD treatment cost was 3.0 times higher
than the SOD treatment cost (p = 0.0012). Innovation: Because the SOD does not completely occlude the wound, excess
exudate drains from the wound. Therefore, SOD can treat the wound with abundant exudate effectively and safely.
Conclusion: SOD treatment is more effective and less expensive than OD treatment for stage III/IV pressure injuries.

Clinical Trial Registration: UMIN Clinical Trials Registry [UMIN000023412]. Registered on July 31, 2016.
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11. The Roles of Neuropeptide Y in Respiratory Disease Pathogenesis via the Airway Immune
Response.
Itano J (corresponding author), Kiura K, Maeda Y, Miyahara N.
Acta Med Okayama. 2024 Apr; 78(2): 95-106. doi: 10.18926/AMO/66912.

The lungs are very complex organs, and the respiratory system performs the dual roles of repairing tissue while protecting
against infection from various environmental stimuli. Persistent external irritation disrupts the immune responses of
tissues and cells in the respiratory system, ultimately leading to respiratory disease. Neuropeptide Y (NPY) is a 36-amino-
acid polypeptide and a neurotransmitter that regulates homeostasis. The NPY receptor is a seven-transmembrane-domain
G-protein-coupled receptor with six subtypes (Y1, Y2, Y3, Y4, Y5, and Y6). Of these receptors, Y1, Y2, Y4, and Y5 are
functional in humans, and Y1 plays important roles in the immune responses of many organs, including the respiratory
system. NPY and the Y1 receptor have critical roles in the pathogenesis of asthma, chronic obstructive pulmonary disease,
and idiopathic pulmonary fibrosis. The effects of NPY on the airway immune response and pathogenesis differ among
respiratory diseases. This review focuses on the involvement of NPY in the airway immune response and pathogenesis of

various respiratory diseases.

12. 4 FERUEFRERNGCE WE-FHRMRERHE (RHE)ZEXNRIHI Itano J, Taniguchi
A, Senoo S, Asada N, Gion Y, Egusa Y, Guo L, Oda N, Araki K, Sato Y, Toyooka S, Kiura K,

Maeda Y, Miyahara N. Neuropeptide Y Antagonizes Development of Pulmonary Fibrosis
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through IL-18 Inhibition.Am J Respir Cell Mol Biol. 2022 Dec;67(6):654-665.
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13. Predictors of exacerbation in Japanese patients with severe asthma: Analysis of the severe

asthma research program (Okayama-SARP) cohort
Higo H, Taniguchi A, Senoo S, Ozeki T, Nakamura N, Atokawa M, Itano J, Oda N, Sunami R, Shiota Y,
Arakawa Y, Mori Y, Kunichika N, Takata I, Suwaki T, Nakanishi N, Tanimoto Y, Kanehiro A, Maeda Y,
Kiura K, Miyahara N.
Respir Investig. 2024 Jul; 62(4):695-701. doi: 10.1016/j.resinv.2024.05.014. Epub 2024 May 29.

Background: Because exacerbation of severe asthma decreases patients' quality of life, this study aimed to identify
predictive factors for asthma exacerbation.

Methods: Japanese patients with severe asthma requiring treatment according to the Global Initiative for Asthma (GINA)
guidelines > Step 4 between January 2018 and August 2021 were prospectively enrolled and followed up for one year at
facilities participating in the Okayama Respiratory Disease Study Group (Okayama Severe Asthma Research Program).
Results: A total of 85 patients (29 men and 56 women) were included. The median age was 64 (interquartile range [IQR],
51-72) years. Treatment according to GINA Steps 4 and 5 was required in 29 and 56 patients, respectively, and 44 patients
(51.8%) were treated with biologics. The median peripheral-blood eosinophil count, fractional exhaled nitric oxide, IgE
level, and percent predicted FEV1 (%FEV1) at enrollment were 204 (IQR, 49-436)/uL, 28 (IQR, 15-43) ppb, 172 (IQR,
56-473) IU/mL, and 80.0 (IQR, 61.1-96.1) %, respectively. Exacerbation during the previous year, asthma control test
(ACT) score <20, %FEV1 <60%, and serum IL-10 level >6.7 pg/mL were associated with exacerbation during the
observation period.

Conclusions: Exacerbation during the previous year, low ACT score, and low %FEV1 were predictive factors of future
exacerbation, even in a cohort with >50% of patients treated with biologics. Furthermore, high serum IL-10 levels might

be a new predictive factor.

14. Identification of exhaled volatile organic compounds that characterize asthma phenotypes: A J-
VOCSA study

Suzukawa M, Ohta K, Sugimoto M, Ohshima N, Kobayashi N, Tashimo H, Tanimoto Y, Itano J, Kimura G,

Takata S, Nakano T, Yamashita T, Ikegame S, Hyodo K, Abe M, Chibana K, Kamide Y, Sasaki K,
Hashimoto H.
Allergol Int. 2024 Oct; 73(4): 524-531. doi: 10.1016/j.alit.2024.04.003.
Epub 2024 Apr 24. Multicenter Study

Background: Asthma is characterized by phenotypes of different clinical, demographic, and pathological characteristics.
Identifying the profile of exhaled volatile organic compounds (VOCs) in asthma phenotypes may facilitate establishing
biomarkers and understanding asthma background pathogenesis. This study aimed to identify exhaled VOCs that
characterize severe asthma phenotypes among patients with asthma.

Methods: This was a multicenter cross-sectional study of patients with severe asthma in Japan. Clinical data were obtained
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from medical records, and questionnaires were collected. Exhaled breath was sampled and subjected to thermal desorption
gas chromatography-mass spectrometry (GC/MS).

Results: Using the decision tree established in the previous nationwide asthma cohort study, 245 patients with asthma
were divided into five phenotypes and subjected to exhaled VOC analysis with 50 healthy controls (HCs). GC/MS
detected 243 VOCs in exhaled breath samples, and 142 frequently detected VOCs (50% of all samples) were used for
statistical analyses. Cluster analysis assigning the groups with similar VOC profile patterns showed the highest similarities
between phenotypes 3 and 4 (early-onset asthma phenotypes), followed by the similarities between phenotypes 1 and 2
(late-onset asthma phenotypes). Comparisons between phenotypes 1-5 and HC revealed 19 VOCs, in which only
methanesulfonic anhydride showed p < 0.05 adjusted by false discovery rate (FDR). Comparison of these phenotypes
yielded several VOCs showing different trends (p < 0.05); however, no VOCs showed p < 0.05 adjusted by FDR.
Conclusions: Exhaled VOC profiles may be useful for distinguishing asthma and asthma phenotypes; however, these

findings need to be validated, and their pathological roles should be clarified.

15. Increased Oxidative Stress and Decreased Citrulline in Blood Associated with Severe Novel
Coronavirus Pneumonia in Adult Patients
Tsuge M, Ichihara E, Hasegawa K, Kudo K, Tanimoto Y, Nouso K, Oda N, Mitsumune S, Kimura G,
Yamada H, Takata I, Mitsuhashi T, Taniguchi A, Tsukahara K, Aokage T, Hagiya H, Toyooka S, Tsukahara H,
Maeda Y
Int J Mol Sci. 2024 Jul 31; 25(15):8370. doi: 10.3390/ijms25158370.

This study investigated the correlation between oxidative stress and blood amino acids associated with nitric oxide
metabolism in adult patients with coronavirus disease (COVID-19) pneumonia. Clinical data and serum samples were
prospectively collected from 100 adult patients hospitalized for COVID-19 between July 2020 and August 2021. Patients
with COVID-19 were categorized into three groups for analysis based on lung infiltrates, oxygen inhalation upon
admission, and the initiation of oxygen therapy after admission. Blood data, oxidative stress-related biomarkers, and
serum amino acid levels upon admission were compared in these groups. Patients with lung infiltrations requiring oxygen
therapy upon admission or starting oxygen post-admission exhibited higher serum levels of hydroperoxides and lower
levels of citrulline compared to the control group. No remarkable differences were observed in nitrite/nitrate, asymmetric
dimethylarginine, and arginine levels. Serum citrulline levels correlated significantly with serum lactate dehydrogenase
and C-reactive protein levels. A significant negative correlation was found between serum levels of citrulline and
hydroperoxides. Levels of hydroperoxides decreased, and citrulline levels increased during the recovery period compared
to admission. Patients with COVID-19 with extensive pneumonia or poor oxygenation showed increased oxidative stress
and reduced citrulline levels in the blood compared to those with fewer pulmonary complications. These findings suggest
that combined oxidative stress and abnormal citrulline metabolism may play a role in the pathogenesis of COVID-19

pneumonia.

16. The Clinical Significance of Interstitial Pneumonia with Autoimmune Features in Cryptogenic
Organizing Pneumonia: A Prospective Multicenter Observational Study
Higo H, Ichikawa H, Arakawa Y, Mori Y, Tamura T, Kuyama S, Matsumoto C, Sugimoto K, Hamada N,
Suwaki T, Itano J, Tanimoto Y, Senoo S, Taniguchi A, Inukai Y, Arita M, Makimoto S, Kojima K,
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Matsushita T, Maeda Y, Miyahara N.
J Clin Med. 2024 Nov 15; 13(22): 6870. doi: 10.3390/jcm13226870.

Background: There are cases of idiopathic interstitial pneumonias (IIPs) that do not meet the diagnostic criteria for
connective tissue disease but have clinical features suggestive of autoimmune process. Interstitial pneumonia with
autoimmune features (IPAF) was recently proposed as a research concept for these patients. Although several prospective
studies on IPAF have been conducted, its clinical significance in cryptogenic organizing pneumonia (COP) remains
unclear. Methods: Patients aged >20 years with suspected COP were prospectively enrolled between June 2018 and
December 2022. Among the enrolled patients, those diagnosed with COP based on computed tomography (CT) and
bronchoalveolar lavage (BAL) findings were compared between the IPAF and non-IPAF groups. Results: A total of 56
patients were enrolled in this study. Of these, 30 were diagnosed with COP and included in the analysis. Clinical and
serological features were positive in two and six patients, respectively. Each feature was exclusive, and eight patients
(26.7%) were diagnosed with IPAF. There were no differences between the IPAF and non-IPAF groups in terms of clinical
features, including BAL findings, laboratory data, CT findings, and clinical course. During the one-year follow-up period,
the frequency of COP exacerbation did not differ between the IPAF and non-IPAF groups, and no cases of systemic
autoimmune disease or death occurred in either group. Conclusions: The COP characteristics of the IPAF and non-IPAF

groups are similar in all aspects, and distinguishing between the two groups may be of little significance.
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18. A patient with epilepsy presenting with abnormal behavior and intellectual deterioration as
early symptoms (RHIFERE U TERITHEHRITEET 5 TANAER)
Yoshinaga H, Endoh F, Inoue M, Shibata T, Akiyama T, Kobayashi K
Epilepsy & Seizure (1882-5567)16 & 1 5 Page54-59(2024.)
(Released on J-STAGE May 31, 2024)
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21. A quantitative analysis of progressive fibrosing interstitial lung disease on computed
tomography for the assessment of decreased vital capacity
Kunihiro Y, Matsumoto T, Onoda H, Murakami T, Iduki M, Hirano Y, Ito K.
Acta Radiol. 2024 Aug; 65(8):922-929. doi: 10.1177/02841851241246881. Epub 2024 May 15.

Background: The results of a quantitative analysis of computed tomography (CT) of interstitial lung disease (ILD) using
a computer-aided detection (CAD) technique were correlated with the results of pulmonary function tests.

Purpose: To evaluate the correlation between a quantitative analysis of CT of progressive fibrosing interstitial lung disease
(PF-ILD) including idiopathic pulmonary fibrosis (IPF) and non-IPF, which can manifest progressive pulmonary fibrosis
and the vital capacity (VC), and to identify indicators for the assessment of a decreased VC.

Material and methods: A total of 73 patients (46 patients with IPF and 27 patients with non-IPF) were included in this
study. Associations between the quantitative analysis of CT and the %VC using a CAD software program were
investigated using Spearman's rank correlation and a logistic regression analysis. The appropriate cutoff vale for
predicting a decreased VC was determined (%VC <80) and the area under the curve (AUC) was calculated.

Results: A multiple logistic regression analysis showed that the total extent of interstitial pneumonia on CT was a
significant indicator of a decreased VC (P = 0.0001; odds ratio [OR]=1.15; 95% confidence interval [CI]=1.06-1.27 in
IPF and P = 0.0025; OR=1.16; 95% CI=1.03-1.30 in non-IPF). The cutoff values of the total extent of interstitial
pneumonia in IPF and non-IPF for predicting a decreased VC were determined to be 23.3% and 21.5%, and the AUCs
were 0.83 and 0.91, respectively.

Conclusion: A quantitative analysis of CT of PF-ILD using a CAD software program could be useful for predicting a
decreased VC.
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1. Utility of case review meetings in Japanese FTD Consortium FTLD-J
Sato S, Mori K, Masuda M, Suzuki M, Taomoto D, Takasaki A, Shigenobu K, Ouma S, Shinagawa S,
Kobayashi R, Watanabe Y, Takeda A, Miyagawa Y, Kawanami A, Tsunoda N, Hara K, Hotta M, Hidaka Y,
Yoshiyama K, Tkeuchi T, Yabe I, Nakamura M, Tanaka F, Kawakatsu S, Arai T, Yokota O, [zumi Y,
Yoshida M, Hashimoto M, Watanabe H, Sobue G, Ikeda M.

2024 International Society for Frontotemporal Dementias, Amsterdam, 2024.09.19-22

IR R 8
2. Real world diagnosis, managements and prognosis of fibrosong idiopathic interstitial
pneumonias: Nation-wide Multicenter Prospective and retrospective cohort study in japan.
Inoue Y, Akagawa S, Narumoto O, Shibayama T, Kita T, Oguri S, Owan I, Saito T, Ii T, Wakamatsu K,
Endo T, Kamimura M, Shinohara T, Tanimoto Y, Osoreda H, Kondo A, Miwa S, Sasaki S, Tsuji T, Abe M,
Koreeda Y, Hidaka K, Moriyama H, Ibata H, Sekiguchi M, Hirose M, Shimizu S, Sumikawa H, Arai T.

ATS2024(American Thoracic Society), San Diego, CA, 2024.05.17
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[ CPC 5céx )

Neurological CPC (25 29 [A])
FEfT:2025 £ 3 A 18 H(K)18:30—20:30 FEffILEE X —ARETEE 3 i Fa3EE 2(WEB EfE)

RO Y, SAMIT?, B B9, 8 mE 0, BEl O, 0569, BELE Y, KEBT 9, Bk 29,
SEEA 0, FIEA Y, PHES O, SHRAE Y, D 20, MEEET ©, RHEE o, FRHH©,

oo KRR, e B, A 7, APTRERE ), A ©), BARRE O, MU0, EmISH ),
BITHISL 2, FASER ), BARRE 9, W #09, Fiiz

1) mERdILERE Y 2 —RRARL 2) T VRN T VREEHRREERL 3) SO ARTY -V, 4) TRGHER,
5) MILARZEEGASRHIER] 6) BBlE, 7) +&aY /30, 8) MILFESKERT, 9) ISR, 10) KECSRGNEERR,
11) HEFEL, 12) FLERES 2 —REREt, 13) MILmz i ERmEGh R, 14) FILRRbErErst

Ee(REO & =ZARHF), ER(EARMF)
Case:60 RN THATIRD SO D Z LRI, #) 2 FEDFEB THTRREL Lo 7= — BRI

Clinical presentation (JR {£)

R FETCRE 70 el

FFFS6DEF, HZITD, LpARDIZW

BRI (58 1) 1 XE(66 %) DEELY, SLb_ Mo/ ZEHTRDSS DX E BE, iET 228 23h -/, "HED
BEPRE 8072, XEI2B XV FE 5B ROIL 2 BR, X+1 F(67 ) IT78>THH, LRARVIZKE, AN2ODHE S
RNVEUDHERL, BEEEITX+1 £ 5 Al A FRBEAR,

BRAERE: 51 i) o/ NBE (GEHERER) . E IR,

FIGRE T, Sl ERE R L, R RALFE,

LT A IZC—)L 350ml, H., B 2 [|], BYERL,

BURE : LFE 127/66mmHg, it 66bpm, AR 36.7°C. IRBKAERE M7 U, ARERFEMEELGYR U, HOEBI A BEEE S, /O
SHEEE 9, BRSNS 4 - R IR L

PRI BTl BB, HDS-R 26/30, MMSE 26/30, fREFIES, BEFLIER ., BRBRESEITIX. smooth pursuit; slightly
saccadic, BHHEI/ARIEH . EHEIA A EF . THERE . BEE- BB 2L, 1—F VKRR U, slurred speech+, scanning
speech+, {ENER - MISHFLZEMER . HE LR, EEIRTIX HiFEER L. BiIEAZER L. BB 4.5. REEES 4.5,
i MMT5, RIERGEE L, BRI X VT, ZEHEZY T H O3 DML, TR O R 8 Cld, LB —BER+/+.
TBI=EEE A+ BEERE R+ RER RS/~ 7L AR S+/+, Hoffmann-/-, Babinski-/-, fERIEHERTIIA>ET
DML, dysmetria HV) | BINEISNEEIHS , FREABRISAER THIZ . AT T, wide based gait, ZEA 123
52X dt), Romberg BifEL, BREIXIERE ., BEMRRTIL BERA M XU 7 EEH, BMLILE 126/66- 067, FEALILE
117/64-p69, SLALILFE 96/65+ D69+ « - EEXLMHARIMEH Y o SHFR+, [ERL+,

WA R MR- £ LFRE TR, —RETIZEE L, TgAb 978 IU/ml, TPOAb 58 1U/ml, FilZHARMEE, Vit. B,
VitB12, VitE, ZEl£, ACE REI3IEH, EE MM, FERRE T, M o, BH 27mg/ml, # 62mg/ml, CL
129mEq/l, IgG index 0.51, DEXITId, EEFHEFEAN, CVR-R1.33%, FIIEEE CT TIX. BEMERE 2 RE TS RAL,
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FRART O— Tl B FRIRRIZFE LRWAT R, FRBRAEEIZ SmmX3mmX3mm O cyst, SEE MRI Tl /MHMIZ
BEZEM EHY . T2WHITRBIZFFY 12585, IMP-SPECT Tl /MMIZT rest CBF {& T,

18 2:X+2 & 9 BICBFERZZ, R FZHIFT R T, BIEL RO/ MK - BEMIRIEEICINZ T, 7) Babinski [5
Motz Z0%, A EMEIZ X 2BEHIRNELL, CZY =y Z3HME. SN, ShitlE#EL 25k
NI 7z, MR RIS IR R G R 2 S, X+2 5 10 BT, SERRAFEIEIC LY | SIAL - BRI SEEE 757,
FyyI7v7 30 ETHEE MBI TROMBEN, X-7 £ (59 5%) EM S, BRFDOUMOENHIRT 2L 51282 DIE
'), REM FEIRITEIEEN SO N/-, HETOERENRELY, X+3 £ 10 A B EBRIC AR,
ABERFDIHAE : BT EREREBNI. saccadic, /NN S EENTEE CHS NN L EH 7, BETNEEDHY,
IRTERREESR % 5B 7= BEFIMEIZ U DI FME T Y , U DIFEEBIE K 41 Cld, JTHE72 L, ) Babinski B3, Chaddock
B, BRI HY)  TNRERGEEN L, 1588 RERCI3E > A TP, dysmetria V), BRIERER Tl EAD TN
% P TXBRETH Y FHUEATEE, BEAL SAL HITIEARE, BAFRIRRE, BEME R CIE, AL CHRM, HREEDHY F
MeddY)

MREFTR SRS MRI Tl #&% Fuh& U7 INERZEiE, /MK, S/INIXHIOD B 72 Z5iE % 33672, #81ZT Hot cross bun sign
ZERD7=,

W 3 BT AR TERMUTUES 20, Xy REF vy 7y F30ETH IR URENT—T IV E BB L., REEE
IZ& BB IR0 72, BEEMHE N SRR A S 2 FRD T\ e, ETHITH Y . [ETIF. ATIFIREHIDOWT
MR 7SR I LD -T2, T DK, IR R 248D IR Uiz, X+4 £ 10 B, BBEIEMORAEZT NI SIZE(L. 11 B
IHEF NI AL P EREELZ ELF N U LAHEEZTOSELZ, UL, BIRIZPRAR2NEU TKIR, £/
BRSSO NS 4 F£3 N A,

BRPRESWT 2 RIEHRIE

Neuropathology (tH 1&)

IXEE 11108, AISEZEE, MBREDBEDZENEHY , FORTEIFMRZ NS, BIE TId, BIREL. Bk, YEIK IBHEIMR~
N5, /ININZEHED Y . KBNMNT >V ZADEN 72, BEEET R, BESOEMREIIEE, LHERETIE KB RaICT
PERERZ MDA SNz, BIAMBUI RN TV, HE REIZTZ Y A=V AFFRDRMN 572, EHETIE KB FfIZT
PERIROBEZ M, N AV — T CIIAEMREA S B IR . 2REMREE AL ISR L 7V A — Y ANEE,
T RIS, BIEH T3 KB RAICTEEZSMHUBERMHE L DIV, BRI 2 TaL D,
KB REIZTNMYBEEDSEEZEMHY | BEFTEBOREIIR- S , B R DML R -5, /NN I D R E Tl
HE $f812T Purkinje #IRADEERTE, A5 FREDTA Y VR EMET, AR ORA , KINEER Tld, HE 3 &
ICTRIRECTHEEDEMD Y , R TIET ) A —V ALBRIEDASNEEDEM, WAEIKIIHEAIR -5, K
Tld KB $EIITEREDEE OHEMIINTE. RiTEBEROBE DR 2 RD 5, HE FEIIT/ VAV AIEE, &
¥ Tld. Gallyas $eta& o -synuclein 44812 T Neuronal cytoplasmic inclusions (NCI)X> Glial cytoplasmic inclusions (GCI)%
R, /MYEETE GCl 23D, LRTEEETIZEEDNFEMNSEFE. BEIZ NCL GCl 2 ZHEH 5, BETIE
AT8(p-tau) G212 C NFT %338, Braak NFT stage 4, 12B2 (AP)EETIZEIRE® CA4 IZE B MAR R.ddY) | Thal AP phase
4, 5[0 T Bielschowsky $RF4AIZTH# ABE % Z28. CERAD score Sparse.

mEERo ]

1. Multiple system atrophy (MSA)
2. Braak NFT stage IV, Thal Ap phase 4, CERAD sparse (intermediate level ADNC)
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(%]
BRPRENIZEBAIFEREIR T DERN DB - /23, FEE TIZHFE ADNC & RAMIZZ A5 NCI X GCl S E U

&LV, KA, HHEHIRGEIZF MU AREIEL T2 A3, central pontine myelinolysis X° extra pontine myelinolysis % 52
IR 7z AHFITIE, BRI E ORI EEINEE /2 > 72 2 MBI T H o 72, S EIIBEEED ASED /2D,
FRE, FEALBEXCARARERRI 3T C X720 003, AREME S AL O = B RE R & L IMER D 41D NCI X° GCI 23EE

LTWBEEZ 6N,
(XE: RO #)
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[ HAREBIRKIC K DEAZ ]

BEEFETEHEEREEREMEE

BRI BBURI R 3

AT VIZET 5 AT
HERERE AR (B PerstEen B )
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