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BEEHRFOHEB

X 5 ER295EE | FRHIVEE | SHTEE | SH2EE | $H3EE
[A Bzl

AW OBEm KM 400 385 352 352 352
— i 189.8 181.3 169. 4 163.5 168. 7
—aTY | % 16.3 14.0 11.7 0.9 2.8
x B F H= i 119.6 118.3 117.1 115.2 116. 1
&t 325.8 313.6 298. 2 9279. 6 287.6
NAETEEREKMNBE 81.5 81.5 84.7 79. 4 81.7
H OA B OB OE X 1.8 1.7 1.7 1.4 1.5
OB N O T X 59 6.6 5 4 6.4 7.3
T ¥ & B B 55.9 57.0 57.5 69. 1 69. 6
— B ¥ 8 B E 210. 6 198.0 190. 7 167.2 166. 1
N £ B OB = 8.2 10.7 11.3 11.9 10.8
T ¥ OB B B X 12.2 9.3 8.8 8.4 9.2
i3 i 3 54.9 57. 4 56.3 53.7 55. 1
% i3 fr = 48.5 51.9 54. 4 56. 1 61.9

B OAGEEN FENER (1 BFHRER)

X 4 4 B 5 A 6 A 7 A 8 A 9 A 10A|11H|12A 18 28 38 FETY
ER29FEE 331.0| 326.9| 327.5| 332.5| 324.1| 337.2| 318.3| 326.5| 313.8] 317.5| 323.6| 331.1 325.8
ERIEE 315.9| 321.5| 321.3| 318.7| 331.9| 312.1] 301.3| 293.8| 303.4| 313.4( 324.2| 306.0 313.6
SHTEE 294 4| 284.3| 296.5| 300.3| 298.7| 309.8] 295.4( 299.1| 302.4] 296.2( 307.1| 294.9 298.2
SM2EE 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
SHIEE 287.7| 279.2| 277.5| 276.8| 286.5 287.9] 290.5| 289.0| 290.7| 293.6| 302.3| 290.3 287.6

B OAEEN(—) EERER (1 BFHERENR)

X 4 4 A 5A 6 A 7 R 8 H 9 A8 10A|11H|12A 18 28 38 FETY
ER29FEE 195.9] 192.1 191.6] 194.3| 187.1 198.0| 182.6] 192.5( 179.4| 182.6] 187.2| 194.8 189.8
ERIEE 178.2] 185.2| 187.9| 186.2| 200.5( 182.9| 171.8] 165.2( 172.7| 182.2] 191.3| 172. 4 181.3
SHTEE 160.6] 152.6] 165.0| 169.7] 170.4( 180.3| 168.6] 173.1 172.5| 168.3] 181.6| 170.7 169.4
SM2EE 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
SMIEE 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
B OABSEN (@R EEUNER (1 BTEHEER)

X 5 4 A 5 A 6 A 7 A 8 A 9 B 108B|118|12A8 18 2 B 38 EETY
ER29FEE 15. 4 14.6 16.0 18.7 17. 4 19. 4 16. 4 13.7 14. 6 15.0 17.1 17.8 16.3
ERIEE 17.5 17.2 15.1 12.5 12. 8 10.6 10. 3 12. 4 13.7 13.9 15.1 16.7 14.0
SHMTEE 18.0 16.4 14.3 13.6 11.3 11.2 8.8 9.5 12.2 9.9 6.7 8.3 11.7
SH2EE 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
SHIEE 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
(ERBFRESI2E4BITIB L YEHRE OO FEEZA)

B OAGEEN(ED) FERER (1 BTFHEENR)

X 5 4 B 5 A 6 A 7 A 8 A 9 A 10A|11H|12A 18 28 38 FETY
TERR29FEE 119.8| 120.2 119.9] 119.4( 119.5] 119.7] 119.3| 120.2| 119.8f 119.9| 119.3( 118.5 119.6
ERIEE 120.2] 119.1 118.3] 119.9| 118.5| 118.6] 119.2( 116.2| 117.0| 117.3| 117.71 117.0 118.3
SHTEE 115.8] 115.4| 117.1 116.9| 117.0] 118.3| 117.9| 116.6] 117.7( 118.1 118.8] 115.9 117.1
SM2EE 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
SMIEE 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
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[BFE1A1BY-YB2RAK]

3 b TR295E B SRR 304E BE DHTEE D24 SHIERE
A B 3,463.2 3,406. 8 3,582.7 3,718.7 3,709.9
- ® 3,624. 6 3,500. 7 3,671.7 3,713.7 3,574.0
. 2,773.7 2,741.3 2,915, 6 4,916.5 9,174.7
E 0O 3,301.2 3,340.7 3,520. 6 3,716.0 3,776.3
TS 1,160. 3 1,207.6 1,287.7 1,336. 4 1,384.7

(FERIFRIETF2E4RTIB L YHE IO FEEZA)

SHEELROIOF 79 F U EEEER)
[(BE1A1BE YRR

X 7 ER295EE FREI0E B SHMTEE D24 SHBERE
S 2,614.1 2,633.8 2,746.0 2,857.3 2,917.0
A A = 224.0 180.3 177.2 175.3 140.5
NI 39.7 40.9 44.9 41.8 40.5
fg‘ c = 95.9 96. 4 99.3 98.5 96.9
b = 489.4 455_4 515.4 5458 515.0
i 3,463.2 3,406.8 3,582.7 3,718.7 3,709.9

3 b TR295E B SRR 304E BE DHTEE D24 SHIERE
S 482.9 495.4 509. 1 545. 2 586. 0
sl A & 200.7 227.8 244.4 227.9 213.4
B & 170.6 185.7 198. 4 209. 8 214.3
x| c & 239.2 240. 5 279. 6 285. 5 309. 2
D & 66. 9 58. 1 56. 2 68.0 61.8
i 1,160. 3 1,207.6 1,287.7 1,336. 4 1,384.7

[(BE1A1BE YRR

3 b TR295E B S RE304E BE DHTEE D24 SHIERE
NS 2,495.5 2,492.8 2,551.9 2,595.5 2,594.0
B A = 329.7 255. 8 245.7 225.2 166.9
>l B = 56. 1 59. 1 66. 4 61. 4 57.0
g ¢ = 130.0 131. 4 134.7 138.7 134.6
D & 613.3 561. 6 673.0 692.9 621.4
it 3,624. 6 3,500. 7 3,671.7 3,713.7 3,574.0
NS 2,159.2 2,159.1 2,250. 2 4,151.9 8,216.0
B A = 178.0 136.7 142.3 108. 6 350. 0
&l B = 69.0 63. 4 68.0 215.5 241.7
% Cc = 195.3 191. 1 209.9 349. 4 310.7
D & 172.2 197.0 245.2 91.1 56. 2
i 2,773.7 2,741.3 2,915, 6 4,916.5 9,174.7
NS 2,864. 6 2,906. 2 3,076. 1 3,218.3 3,259.3
B A = 62.6 69. 7 81.5 105. 1 97.1
s B HE 9.8 10.2 11.5 12.6 11.5
| ¢ = 28.3 31.4 37.0 39.3 36.9
D & 336. 0 323.2 314.4 340. 7 371.4
i 3,301.2 3,340.7 3,520. 6 3,716.0 3,776.3

(faRmKERM2ELRTTB L YHE IO FEEZA)
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mEER BENEE
3 7 FRL29ERE FR30FEE SHTEE SH2EE SHBEE
FEEIRE 4,815,128 4,595, 498 4,591, 469 4,923, 090 4,984,740
EBREBINE 4,766, 591 4,530, 571 4,533, 322 4,879, 391 4,935,575
EE g 4,709, 629 4,472,383 4,482,162 4,325, 737 4,498, 364
NGRS 4,055, 560 3,829,679 3,843,492 3,724,783 3,834,484
EREERINAE 43, 646 48, 390 45, 326 51,223 50, 085
S} IR 580, 947 566, 443 572,743 526, 803 540, 065
REFBHEE 12, 489 12,713 10,616 11, 382 59, 289
SERE - EERFIAIRE 3,175 3,593 3,714 3,403 3,430
ZDEZEINEE 25,410 24, 951 24,825 24,165 21,654
RISEEH (A) A11,598 A 13,385 A 18,554 A 16,022 A 10,643
(EZFS IR 56, 962 58,188 51,160 553, 654 437, 211
EEER I 0 0 0 0 0
HEEFRE 22,367 26, 820 23,769 538, 474 418, 4217
FiTEUE 20 59 156 4,502 183
Z Dt XTI 34,575 31, 308 21, 235 10,678 18, 601
(EZESMNIRE) 48,537 64,927 58,147 43, 699 49, 165
HE TS XIS 22 22 21 0 0
B PR 28 X 75N 2 32,477 31,563 27,047 22,268 30, 814
Z Dt IR AR 16, 039 33, 342 31,079 21, 431 18, 351
ER B F 2 0 0 0 0 0
o n 2§ 4,815,128 4,595, 498 4,591, 469 4,923, 090 4,984, 740
X 73 FR29EE TRLI0EE SHTEE SH2EE SHIEE
BREEH 5, 162, 686 4,940, 491 4,762, 560 4,678,617 4,641,073
DEEBE 5,018, 167 4,775,008 4,608, 455 4,534,005 4,498,139
w5 & 3,049,572 2,935, 889 2,914, 359 2,938, 464 2,881,042
M E 654, 339 590, 126 559, 087 517, 322 492, 349
EXRE 441, 245 383,995 352,983 305, 879 281, 596
SEMAE 138, 465 128, 535 138, 132 145, 316 139, 958
ERAERRERRE 2,319 9,979 5,428 5,531 9,015
HWERAMHE 72,310 67,618 62, 544 60, 596 61, 780
EiE 263,575 274, 816 276, 859 277,399 253,909
HiEERE 778, 036 678, 054 604, 990 567, 207 598, 264
BimEAE 524, 805 416, 679 339, 672 331, 562 356, 622
ZDith 253, 230 261, 375 265, 318 235, 645 241,642
HETEE 1,314 1,484 1,166 997 946
b & 271, 332 294, 639 251,994 232,616 271,629
(EENER) 144, 424 165, 378 154,105 144,612 142,934
THEEEN & 0 0 88 0 0
ERRRAREHE 63,722 59, 494 54,398 46, 995 46, 803
TOMmEEER 80, 702 105, 883 99,619 97,617 96, 131
AT RS 2,266 1,787 4,574 68, 862 4
waE R 5,164, 952 4,942,278 4,767,134 4,747,479 4,641,077
faun & 93. 2% 93. 0% 96. 3% 103. 7% 107. 4%
iz = A 349,824 A 346,780 A 175,665 175, 611 343, 663
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1. Factors predicting loss of independence and mortality in frontotemporal lobar degeneration
Yokota O, Miki T, Terada S, Yamada N
J Neurol Neurosurg Psychiatry. 2021 Jul; 92(7): 687. doi:10.1136/jnnp-2020-325944. Epub 2021 Apr 12.

No abstract available. Keywords: frontotemporal dementia; neuropathology; pathology.

2. HiRREMEEICH T DERFRREDIER
FHEH
BEPRIRE (0485-1420) 2021; 65(7): 766-772.

3. [SNAP DERFE:PART. AGD. LATE DERFKRHIE] Argyrophilic grain disease(AGD)DERAKRHRIE
MHE, =ARFT, FOEB, GRS, FHER, ILET &
Dementia Japan (1342-646X) 2022; 36(1): 53-66.

< IR B >
4, Pa02 guided Low dose Oxygen Therapy for Pneumatosis Cystoides Intestinalis to Prevent Acute
Exacerbation of Interstitial Pneumonia

Hamada N, Yamano T, Tada Y, Ooue Y, Itano J (3R FfELUEE > 4% —), Ishiga M, Tanaka H, Kimura G,

Tanimoto Y

Intern Med. 2021 Oct 1;60(19):3101-3105. doi:10.2169/internalmedicine.7064-21. Epub 2021 Apr 12.

We herein report the first case of low-dose oxygen therapy for pneumatosis cystoides intestinalis (PCI) using PaO2
as a therapeutic index to prevent acute exacerbation of interstitial pneumonia. An 86-year-old man was admitted to
our hospital with abdominal distension. PCI was diagnosed by abdominal computed tomography. Low-dose oxygen
therapy was started to avoid acute exacerbation of interstitial pneumonia. The oxygen dose was adjusted so that the
PaO2 value was approximately 100 mmHg. After seven days of treatment, the colon gas had disappeared, and no
acute exacerbation of interstitial pneumonia was observed. A PaO2 value around 100 mmHg is effective for PCI
without inducing acute exacerbation of interstitial pneumonia. Keywords: PaO2 level; interstitial pneumonia; low-

dose oxygen therapy; pneumatosis cystoides intestinalis.

5. Loss of IL-33 enhances elastase-induced and cigarette smoke extract-induced emphysema in

mice.
Morichika D, Taniguchi A, Oda N, Fujii U, Senoo S, Itano J (37 g ILIE >4 —), Kanehiro A,
Kitaguchi Y, Yasuo M, Hanaoka M, Satoh T, Akira S, Kiura K, Maeda Y, Miyahara N.
Respir Res. 2021 May 15; 22(1): 150. doi:10.1186/s12931-021-01705-z.

Background: IL-33, which is known to induce type 2 immune responses via group 2 innate lymphoid cells, has been
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reported to contribute to neutrophilic airway inflammation in chronic obstructive pulmonary disease. However, its
role in the pathogenesis of emphysema remains unclear. Methods: We determined the role of interleukin (IL)-33 in
the development of emphysema using porcine pancreas elastase (PPE) and cigarette smoke extract (CSE) in mice.
First, IL-33-/- mice and wild-type (WT) mice were given PPE intratracheally. The numbers of inflammatory cells,
and the levels of cytokines and chemokines in the bronchoalveolar lavage (BAL) fluid and lung homogenates, were
analyzed; quantitative morphometry of lung sections was also performed. Second, mice received CSE by
intratracheal instillation. Quantitative morphometry of lung sections was then performed again. Results: Intratracheal
instillation of PPE induced emphysematous changes and increased IL-33 levels in the lungs. Compared to WT mice,
IL-33-/- mice showed significantly greater PPE-induced emphysematous changes. No differences were observed
between IL-33-/- and WT mice in the numbers of macrophages or neutrophils in BAL fluid. The levels of hepatocyte
growth factor were lower in the BAL fluid of PPE-treated IL-33-/- mice than WT mice. IL-33-/- mice also showed
significantly greater emphysematous changes in the lungs, compared to WT mice, following intratracheal instillation
of CSE. Conclusion: These observations suggest that loss of IL-33 promotes the development of emphysema and
may be potentially harmful to patients with COPD. Keywords: COPD; Chronic obstructive pulmonary disease; HGF;
VEGF.

A Fast-growing Benign Metastasizing Leiomyoma Mimicking Malignancy.(Case Reports)
Hamada N, Ishiga M, Ooue Y, Kimura G, Tanimoto Y.
Intern Med. 2022 Jan 15; 61(2): 223-227. doi:10.2169/internalmedicine.7804-21.Epub 2021 Jul 17.

We herein report a rare case of fast-growing benign metastasizing leiomyoma. A 52-year-old woman was admitted
to our hospital with abnormal chest shadows. Chest computed tomography showed well-circumscribed cystic tumors.
Because malignancy could not be completely distinguished in fast-growing tumors, video-assisted thoracic surgery
was performed. The pathological findings revealed many cysts and the proliferation of smooth muscle cells.
According to the Stanford criteria, the tumor was diagnosed as benign metastasizing leiomyoma. One possible reason
for the fast growth of the tumor was enlargement of the cysts. Malignant diseases characterized by cystic tumors are
rare but occasionally reported. Therefore, differentiation by a pathological examination is essential. Keywords:

benign metastasizing leiomyoma; cystic tumor; fast-growing tumor.

Molecular Epidemiology of Drug-Resistant Mycobacterium Tuberculosis in Japan.
Mizukoshi F, Kobayashi N, Kirikae F, Ohta K, Tsuyuguchi K, Yamada N, Inoue Y, Horiba M, Kawata N,

Ichinose A, Miyoshi-Akiyama T, Kiritani R, Funatogawa K, Kirikae T
mSphere. 2021 Aug 25; 6(4): €0097820. doi:10.1128/mSphere.00978-20. Epub 2021 Jul 7.

Clinical isolates of drug-resistant (isoniazid and/or rifampicin-resistant) Mycobacterium tuberculosis were obtained
from 254 patients diagnosed with drug-resistant tuberculosis in Japan from April 2015 to March 2017 in National
Hospital Organization hospitals. The 254 patients were approximately 32% of all 795 patients who were diagnosed
with culture-confirmed drug-resistant tuberculosis from 2015 to 2016 nationwide in Japan. The whole-genome
sequences of all the isolates from the 254 patients and the lineages of these isolates were determined, and

phylogenetic trees were constructed based on single nucleotide polymorphism concatemers. Of these patients, 202
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(79.5%) were born in Japan and 52 (20.5%) were born elsewhere. Of the 254 drug-resistant isolates, 54 (21.3%)
were multidrug resistant, being resistant to both isoniazid and rifampicin. The percentages of multidrug-resistant
isolates were significantly higher in foreign-born (38.5% [20/52]) than Japanese-born patients (16.8% [34/202]). Of
the 54 multidrug-resistant isolates, nine were extensively drug resistant, which were all obtained from Japanese-born
patients. Five extensively drug-resistant isolates were obtained from patients with incipient tuberculosis. A
significant number of multidrug-resistant M. tuberculosis strains were isolated from foreign-born patients from Asian
countries that have a high tuberculosis burden. Foreign-derived isolates affect the nationwide genetic diversity of
drug-resistant M. tuberculosis in Japan. Extensively drug-resistant M. tuberculosis isolates were transmitted among
the Japanese population. IMPORTANCE The incidence rate of tuberculosis (TB) in Japan was 11.5 per 100,000 of
the population in 2019. Of TB patients in Japan, 61.1% were aged >70 years, and 10.7% were born outside Japan,
mostly in Asian countries with a high burden of tuberculosis. Of the tuberculosis patients in the present study, 5.4%
and 1.0% showed resistance to isoniazid and rifampicin, respectively, and 0.7% were multidrug resistant. The
objective of this study was to clarify the molecular epidemiological properties of drug-resistant tuberculosis in Japan.
Molecular epidemiology provides several clues to inform potential measures to control drug-resistant tuberculosis

in Japan. Keywords: Japan; drug-resistant M. tuberculosis; foreign born; whole-genome sequencing.

Essential role of IL-23 in the development of acute exacerbation of pulmonary fibrosis.
Senoo S, Taniguchi A, Itano J (31 FFf IUEE & —), Oda N, Morichika D, Fujii U, Guo L, Sunami R,
Kanehiro A, Tokioka F, Yoshimura A, Kiura K, Maeda Y, Miyahara N.
Am J Physiol Lung Cell Mol Physiol. 2021 Nov 1; 321(5): L925-L940.
doi:10.1152/ajplung.00582.2020. Epub 2021 Sep 15.

Acute exacerbation of idiopathic pulmonary fibrosis has a poor prognosis associated with neutrophilic inflammation.
Interleukin-23 is a proinflammatory cytokine involved in neutrophilic inflammation. However, little is known about
its role in acute exacerbation of pulmonary fibrosis. This study was performed to determine the role of interleukin-
23 in acute exacerbation of pulmonary fibrosis. For assessment of acute exacerbation of pulmonary fibrosis, mice
were intratracheally administered bleomycin followed by lipopolysaccharide. Inflammatory cells, cytokine levels,
and morphological morphometry of the lungs were analyzed. Cytokine levels were measured in the bronchoalveolar
lavage fluid of idiopathic pulmonary fibrosis patients with or without acute exacerbation. Interleukin-23, -17A, and
-22 levels were increased in the airway of mice with acute exacerbation of pulmonary fibrosis. Interleukin-23p19-
deficient mice with acute exacerbation of pulmonary fibrosis had markedly reduced airway inflammation and fibrosis
associated with decreased levels of interleukin-17A and -22 compared with wild-type mice. Treatment with an anti-
interleukin-23 antibody attenuated airway inflammation and fibrosis and reduced interleukin-17A and -22 levels in
mice with acute exacerbation of pulmonary fibrosis. T-helper type 17 cells were the predominant source of
interleukin-17A in mice with acute exacerbation of pulmonary fibrosis. Interleukin-23 levels in bronchoalveolar
lavage fluid tended to be higher in idiopathic pulmonary fibrosis patients with than without acute exacerbation. The
data presented here suggest that interleukin-23 is essential for the development of acute exacerbation of pulmonary
fibrosis and that blockade of interleukin-23 may be a new therapeutic strategy for acute exacerbation of pulmonary

fibrosis. Keywords: T-helper type 17 cells; idiopathic pulmonary fibrosis; innate lymphoid cells; lipopolysaccharide.
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A case of nonmucinous pulmonary micropapillary adenocarcinoma mimicking pulmonary
tuberculosis.(Case Reports)

Hamada N, Ishiga M, Ooue Y, Yuzurio S, Suwaki T, Kimura G, Tanimoto Y.

Respir Investig. 2022 Jan; 60(1): 176-179. doi:10.1016/j.resinv.2021.09.002. Epub 2021 Oct 14.

We report a rare case of nonmucinous pulmonary micropapillary adenocarcinoma mimicking pulmonary tuberculosis.
A 68-year-old woman was hospitalized with hemoptysis. Her computed tomography revealed cavities and tree-in-
bud appearance similar to the extensive form of pulmonary tuberculosis. However, histopathological findings of
transbronchial biopsies of all lesions revealed adenocarcinoma and no pulmonary tuberculosis. Tree-in-bud
appearance may relate to the floating micropapillary tufts in alveolar spaces. If pulmonary carcinoma is complicated
by pulmonary tuberculosis, patients must be isolated and disadvantaged in cancer treatments. Therefore, recognizing
this case may be therapeutically useful for respiratory physicians treating both diseases. Keywords: Aerogenous
metastasis; Nonmucinous pulmonary micropapillary adenocarcinoma; Pulmonary tuberculosis; Tree-in-bud

appearance.

Protective effects of neuropeptide Y against elastase-induced pulmonary emphysema.
Taniguchi A, Oda N, Morichika D, Senoo S, Itano J (¥ Faf (L[EHE > & —), Fujii U, Guo L, Sunami R,
Kiura K, Maeda Y, Miyahara N.
Am J Physiol Lung Cell Mol Physiol. 2022 Feb 2. doi:10.1152/ajplung.00353.2020. Epub 2022 Feb 2.

Neuropeptide Y (NPY) is a neuropeptide widely expressed in not only the central nervous system but also immune
cells and the respiratory epithelium. Patients with chronic obstructive pulmonary disease (COPD) reportedly exhibit
decreased NPY expression in the airway epithelium, but the involvement of NPY in the pathophysiology of COPD
has not been defined. We investigated the role of NPY in elastase-induced emphysema. NPY-deficient (NPY-/-) mice
and wild-type (NPY+/4) mice received intratracheal instillation of porcine pancreas elastase (PPE). The numbers of
inflammatory cells and the levels of cytokines and chemokines in the bronchoalveolar lavage (BAL) fluid and lung
homogenates were determined along with quantitative morphometry of lung sections. Intratracheal instillation of
PPE induced emphysematous changes and increased NPY levels in the lungs. Compared with NPY+/+ mice, NPY-
/- mice had significantly enhanced PPE-induced emphysematous changes and alveolar enlargement. Neutrophilia
seen in BAL fluid of NPY+/+ mice on day 4 after PPE instillation was also enhanced in NPY-/- mice, and the
enhancement was associated with increased levels of neutrophil-related and macrophage-related chemokines and IL-
17A as well as increased numbers of type 3 innate lymphoid cells in the airways. Treatment with NPY significantly
reduced PPE-induced emphysematous changes. Conversely, treatment with a NPY receptor antagonist exacerbated
PPE-induced emphysematous changes. These observations indicate that NPY has protective effects against elastase-
induced emphysema and suggest that targeting NPY in emphysema has potential as a therapeutic strategy for

delaying disease progression. Keywords: COPD; IL-17A; ILC3; NPY; emphysema.

IBHEIFREFRBBEDREINIRI XY MRIRICE T SR EEEMAE 0S5 LD
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HAR 7 -UNEY T—a V¥ a5E (1881-7319) 2021; 29(3): 467-474.
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13.

Monozygotic twins with DYT-TOR1A showing jerking movements and levodopa responsiveness
(Case Reports)
Hanaoka Y, Akiyama T, Yoshinaga H, Miyamoto R, Kawarai T, Kaji R, Kobayashi K.
Brain Dev. 2021 Aug; 43(7): 783-788. doi:10.1016/j.braindev.2021.03.005. Epub 2021 Apr 5.

Background: DYT-TORIA is caused by a GAG deletion in the TOR1A gene. While it usually manifests as early-
onset dystonia, its phenotype is extremely diverse, even within one family. Recent reports have revealed that some
DYT-TORI1A cases have novel mutations in the TOR1A gene while others have mutations in both TOR1A and
another DYT gene (THAP1 or SGCE). Our understanding of the correlation between genotype and phenotype is
becoming increasingly complicated. Case presentations: Here, we report on monozygotic twins who developed
dystonia in childhood. The two children had different presentations in terms of onset age and dominant disturbances,
but both exhibited marked diurnal fluctuation and jerking movements of the limbs as well as levodopa/levodopa-
carbidopa responsiveness. These features are commonly associated with DYT/PARK-GCHI1 and DYT-SGCE, yet
these twins had no mutations in the GCH1 or SGCE genes. Whole exome sequencing eventually revealed a single
GAG deletion in the TOR1A gene. Conclusion: Monozygotic twins whose only mutation was a GAG deletion in
TORI1A exhibited DYT/PARK-GCH1-asssociated features and jerking movements reminiscent of myoclonus. This
finding may expand the spectrum of phenotypes associated with DYT-TOR1A, and suggests that levodopa has
potential as a treatment for DYT-TOR1A with DYT/PARK-GCHI1-associated features. Keywords: DYT-TOR1A;

Jerking movements; Levodopa responsiveness; Monozygotic twins.

A Phase 3 open-label study of the efficacy, safety and pharmacokinetics of buccally
administered midazolam hydrochloride for the treatment of status epilepticus in pediatric
Japanese subjects
Yoshinaga H, Benitez A, Takeda S, Fournier M, Kugler AR
Epilepsy Res. 2021 May 5; 174: 106651. doi:10.1016/j.eplepsyres.2021.106651. Epub 2021 May 5.

Background: In Japan, intravenous (I'V) administration of antiepileptic drugs in a healthcare setting is the preferred
treatment option that is both licensed and recommended for initial treatment of status epilepticus (SE). However,

prompt conveyance to a healthcare institution and I'V access may be difficult in patients experiencing a seizure and
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15.

16.

17.

18.

so delay treatment. Thus, there is an unmet need for an alternative effective antiepileptic drug with an easier and
more rapid mode of administration. In this study we evaluated a midazolam hydrochloride oromucosal solution
(MHOS) that can be simply and rapidly administered to patients in SE. Methods: A Phase 3, interventional,
multicenter, nonrandomized study was conducted in 28 clinical centers in Japan. Pediatric subjects in convulsive SE
received treatment with buccal MHOS with dosage based on their age. The primary efficacy outcome was the
percentage of subjects with seizure termination within 10 min and a 30-min absence of visible seizure activity from
time of administration. Safety evaluations included respiratory depression and the frequency of treatment-emergent
adverse events (TEAEs). Pharmacokinetic (PK) profile was also assessed. Results: The study population comprised
25 subjects with a median age of 2.8 years and median bodyweight of 13.4 kg. The primary efficacy outcome was
achieved in 80 % of subjects; 84 % of subjects had seizure resolution within 10 min. Nine subjects experienced a
total of 13 TEAESs, and protocol-defined respiratory depression occurred in one subject. Mean maximum plasma
midazolam concentration was 78.0 ng/mL, and mean time to peak concentration was 20.5 min, demonstrating that
achieving maximum plasma midazolam concentration is not required for seizure cessation. Conclusions: The efficacy,
safety and pharmacokinetic profile of MHOS in pediatric Japanese subjects was consistent with that observed in
non-Japanese populations. Compared to IV treatments, MHOS offers easier administration which may reduce the
time to treatment and thereby minimize the sequelae of prolonged seizures. Keywords: Buccal midazolam; Children;

Japanese; Seizures; Status epilepticus.
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1. Natural history of amyotrophic lateral sclerosis with a Leu126Ser mutation in the SOD1 gene
Matsubara T, [zumi Y, Komori T, Ito H, Funai A, Hayashi K, Inoue K, Toyooka K, Kaido M, Fujimura H,

Haraguchi T, Yokota O, Terada S, Adachi Y, Atsuta N, Sobue G, Aoki M, Maruyama H, Saito Y, Murayama S.

PACTALS 2021 International Conference (PACTALS: The Pan-Asian Consortium
for Treatment and Research in ALS), Web Fif&#, 2021.9.17-18

2. Factors associated with development and distribution of granular/fuzzy astrocytes in
neurodegenerative diseases

Miki T, Yokota O, Haraguchi T, Ishizu H, Hasegawa M, Ishihara T, Ueno S, Takenoshita S, Terada S,

Yamada N
2021 Regional IPA/JPS Meeting (IPS: International Psychogeriatric Association Better
Mental Health for Older People), Web Bif&, 2021.9.16-18(Live), -11.30(B2(E)

3. Prevalence of dementia in facility residents with intellectual disabilities without Down syndrome
in Japan: Cross-sectional study
Takenoshita S, Terada S, Inoue T, Kurozumi T, Miki T, Yokota O, Yamada N, Suemitsu S, Kuwano R
2021 Regional IPA/JPS Meeting (IPS: International Psychogeriatric Association Better
Mental Health for Older People), Web Bif&, 2021.9.16-18 (Live), -11.30 (A2 f3)
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4. A case of epilepsy presenting with abnormal behavior and intellectual deterioration as early
symptoms {TEIEECHHEZERHICETSITANAD 14l
Yoshinaga H, Endoh F, Inoue M, Shibata T, Kobayashi K

13th Asian & Oceanian Epilepsy Congress, Web Fif#, 2021.06.10-13
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( CPC &céx ]

Neurological CPC (2§ 26 [A])
fEAT 1 2022 £ 3 H 15 B (K) 18:30—20: 00 FEMAILEREY & —h2EE 1 (WEB E(E)

RO #Y, ZARMTF?Y, #EE B2, FARRRY, B EiEY, EEEZY, FHH-Y,
REED Y, ZHEEY, KRFFY, FHERY, ERERY, MEEET Y, THERKY,
AESH Y, FIIEAY, SfAX", TOER", FHBRFY, NEH”

DESFRREEERRLERE V2 —, 2)XDITARTY =K, 3)+2£21V ) 35Kk,

DEILUKRFEREGEEEZR AR MEIRRRE, 5EERE, 0LV E Y DERFER,

A RSERE, 8 M ILEEMBIERY v &—, 9)MILFEESREHE ER - MR
- ER (KO %)

Case : SN TRIE UM 4L FERIIN—F VY X L2 2L /=—Ekaf

Clinical presentation (JRO 18)
CEERI) SETCRE 79 miott
(E3R] Wrsn
(RIERE] WHRARE, N—F Y =X A,
(BEERE) SAEIMAE, FORARBERE(E TE. ZWIEEHEE. S8R
URE] XF (707%) 10 HENS, MEEW/Efizshd, A—N—DFETHES, X+1 £ 10 A (71 &)
LUBE#I5. MMSE 26 (18 —2, MROBEIIE—2), AR Ik, REFEHEL L, I MRI CTIRICHTR
BU. TVIWYNA X —BIZRANE % 8 R ARV IVEIR, X+2 4 10 A, SEE MRI TlXEBEMEET, X+2
F12 8, BRBENEZONLRL B2/, RS UYINSZ2, X+3F 48 (745%). HEE2PD/-, X+4 F
38 (75m). MMSE 28 (-1, BEBE—-1), AE 11 A, SIHPRLE, N—F 2V VEROEHRD
Do MIENHEBENOK 4 FE), RENZ L\, ETFRTHERD Y | HITITNETORREE, LRI,
VAR RN 100mg % B, X+5F 1 A, MEEAA. AFSFIEIRSFY CTHigdAE BHICHITTE TV e, X45
F128 (76 1%). N—F vV =X ALNEL, REFERD Y. REGESTIRZ L. NE, EEFH Y., FHEA
k. SEER 3+, ERE 24/1+. TFER 1+/1+, BHTICIENBIAE, SEHR, AREEEICTARHY . EE
HEEWD~-, X+5%F 12 B5H (76 %), MMSE 12, HDS-R 10 S TH Y. 14 9 » B CIRIMEREEEMN
1T, A<V —FtE, LA RN300mg/HIZHEE, BEIH MRI Tld, ANEMRIZY 5 I10ET. X+6 F 1 H. B
BB CREERAST. X+6 F£9 A (T7/). W FEEIETL LK RN 450mg I8, SEES. R ORI
EBE. X+7FES5H2H (785%). BUOMTHEEE L, 1 YV VHIEEBME, REHFREKILY, oFd
FUBth, X+7HES5H (T8%). MTEMREICT., R—AMNATOWERZE 2RO/, X+7E5H, K&
BEICLDIHRBIIE /2, ZOENS, THIFEREIIUDZ, BRREIHESEREEZ 6Nz, X+7 £ 5
A (787%). IREEBFIRIZA, B\RRETERY IIFAEE, MEOFIRBERE L. ER—ES +/2+. B
B +/2+, PTR+/2+, ATR2+/2+, Ba. —/+, Ch. +/+, {K& - I& - BEIEEAI C TR OZRFMIX
BN, A ERBALIC TEERHRER S Y . 7 A, MREMEEEENEL ROz, FE 7 A, NEENEEEE
T, X+84E 1 A, EROBE FEE#AHESIT, MMSE: 0, HDS-R: 0, BAFRIREE, X+9E 2 A (7T9m%). Mi%kFE
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fE, FE5 B &Y RREMNET, 5 A, B CT TIIAMEEDH 2012 EERE R L, 6 B, KR, EER
izt <, MERER 7=,
(EEEREZMT) MIRAE. TILWINA v —BIZREE, N—F VY UF

Neuropathology (ZARKIF)
EERINEIZ 1230g, MBI L, BIEHZE, AEEEOXXRIAISEAINIBEDVO L AMEMRERD . KK
DEE T, FIEEEIIBREDOEEDH V. BREOEMIIBESHRIIMRE- N T\, NREEEDZEMERD =,
fEe, NMOEIE TR, BE, SHEOEFQIITR, LhE, LE3EEE, MYIEFELL L, RERITITTV X7V A
VIGHEDZED Lewy /IMEX Lewy neurite 25887z, REMREAEOTHETE Lewy /IMEB LU Lewy
neurites 6Dz, BETIE, 7V —AF=VBLVOT ) A=Y ANH Y FEEOMHRMIEME 2Bz, ¥
X7 VA VGHEBEL S B, RMETIIHEBZEEIZEET HE LETHFBEEDO L E—/IMEPT X 7 1
1 VGBS SR, BE CAl OMZEMAMNTEIZEE, Braak Stage 4 DIBE CA2, BTN TE
VX7 VA VEEDOAEE AKX Lewy neurites % %8 EFRD 7=, Stage 5 DHiEH, fABHERETEY X7 LA
VRIS S HERD T, —RBEFIZEZH,. —RERF ISRV X7 VA VGHEEE 2 RD 7=, Ol
R X7 VA VBED L E—/MEERD N, BITHETIEY X7 LA VBEREE 2RO RN -
7zo VE—DADIEETIE, AD JFETH 5 4V EEOMRFEGHELE X LAGERSMATIZEL 2 Braak
stageV, AB BGMHEDOEABLIMAEEEREPCIEEIZIENY . BER, BEEXX/NKIZEER®, Thal phases, 2
FHRRZERE & £ 5 B ABLDFEE L CERAD THEE, TDP43 G NCI 2 Rk, #BE CAl, AREHEIZZ
SADEERRD=. TOMODEBALIZIEZ <. LATE stage 2, Granular/fuzzy astrocyte % RkIZIZHEFE, A%,
B, T4V —TRKICADERD =,
URHEZ2HT] # 1. Alzheimer disease (Braak stage V, Thal phase 5, CERAD moderate), #2. L &—/MKJR,
g M H B (Braak PDLB stage 6), # 3. Limbic-predominant age-related TDP-43 encephalopathy (LATE
stage 2, Josephs AD-TDP stage 2), # 4. Granular/fuzzy astrocyte :#{7%. &%, T4V —TKIZADE, Rk
IIHEE

€229

REBEE T TRER, N—F VYV XL 2 ULEHT, FLREERLLUT, 7IWIYNIY—fFELE
—/IMEREERDZ, VE—/MOROEEFER L U Tk, BE R LMERBHROBENLICHE UNE % ET
UABNIZHEAY5 BODY FIRST & AKfNh 614% % BRAIN-FIRST DEEMNHRE XNTW3 D, AFICIIEE
AD JFHIZV E—/MEBENEHLTEY ., BEIZIZVE—FEEZAD LN 220, FHEZEHIZIE BRAIN-
FIRST DERFR L EZ 517,

(SzHik)
1) Horsager ], Andersen KB, Knudsen K, et al. Brain-first versus body-first Parkinson's disease: a multimodal

imaging case-control study. Brain. 2020; 143: 3077-3088.
(X&: RO #&)
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K 27 FEEBHRGRE

HARAZ L2 E R BUE I FE T 5B EER DR ~ RREREOREIR & BB L8 AR DORERIZAIT T

~ (GFACS)
HERERE
MEELE

AOER (BErmbeEEEERERR)
BARE
FRBIIHIRE TN T 5 13 MEAREEMAIREY 7 F & 23 lRES PRI AIRE 7 7 7 > D iR
& 23 fEFEPE L ER TR IRE 7 27 F » B OB MO L — — E SR IENE R LA ER — (CPI-
STUDY)

MERERE Rl (Enmbatig==mb)

MERLEE BARL

NHO v D — O HERZE
GEEE
MESEDERRAE L BEEMEENEL LAY I AR —@BINICEE 72 ) 847 - TV K& TORE
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ST VIV —FRENA V) A7 DRI T 2 RIEFEHEDOHENL ; LRIt T ¥ & At (H29-
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HERERE B E (ENRbREEERE )
MEELE KHFER

WAV VNI N LT FT745F Y —DERBIHL SWEMLIZ 5% (H31-NHO(%71)-02)
WHEREE BAPE (B nwEbiis =5wb)
WMEELEE IKAFER

IR R
IEMERRHE LR R MR B M 2 (IPF 35 %\ M NSIP #8D Unclassifiable 1P %) D E LB WiARIERF D 72O
DFEME (H26-NHO(IEIK)-01)

MEREE # L& — (Eombia it ekt v 2 —)
MEELEE BARL

fiti Mycobacterium avium complex FEIZX 32 7))V A 0¥ ) 0 v OfEAERHFHE (H28-NHO(IERK)-01)

MEREE JNBES (EmmbiE R sumRb)
MEELEE BARL
W & RREN, MHTF, AERH, KEZEH, KEREL
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