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Cell Fate Commitment

Study on cell fate commitment in chronic obstructive pulmonary disease
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We focused on thrombospondin-1 (TS-1) as a key molecule in smoking-induced
inflammatory signals in COPD and revealed that TS-1 expression was increased in the airway
epithelium of COPD. We also investigated the effects of IL-lbeta, IL-8, and IL-13 on smoking-induced

cellular senescence, and confirmed that IL-1lbeta promoted cellular senescence, but the effects of
IL-8 and IL-13 were unclear. During the study period, the COVID-19 pandemic caused great
difficulties in sample collection, so we investigated the state of suppression of lung cancer
screening in Akita Prefecture during the pandemic. It was suggested that participation in lung
cancer screening decreased, especially among the elderly, and that this may have led to a decrease
in lung cancer diagnoses, resulting in a decrease in the number of early lung cancer registrations.

COPD




COPD

Danger signal  IL-1pB
TLR IL1R COPD
TLR IL1R COPD Key
-1 (TS-1) TS-1 MyD88
CD4+T MCP-1 TGF-B
TS-1  COPD
COPD
COPD 2
( IL13 IL-1p IL-8 )
CSE ( )
2
-1(TS-1) COPD
(1 CSE )
COPD COPD 48
TS-1 ELISA COPD
TS-1
TS-1
TS-1 IL-8 ELISA
2016 2019 X
2020
2018 2020
1 CSE ( ) IL-1b IL-8
1L13 SA-B-Gal
-1(TS-1) COPD
COPD 11 (55.2+8.11 / s . .
V) E t::z = 3 ;Eﬂ-
~11/0) COPD 6 (65.3+ 9.60 1. FEOFE L RIEE FIEROTS-UEE
| =5/1) 6 (55.2+ 8.11 / 0<0.05
=3/3) 9001 [ _p<005 I
48 TS-1 400"
ELISA . 700]
£ 6007
TS-1 COPD 625.1+199.1 £ 500 ] [
ng/ml COPD 375.8+148.1 7 4007]
ng/mi 408.8+142.2 ng/ml " 3007
COPD 2007]
TS-1 1007
COPDRE f(EEVEUEE IJFEURE
COPD
COPD TS-1
COPD COPD TS-1

TS-1




Ts-1 (%)
20.1+4.9% COPD 2. FEFOSVE FRZHIRZICHITSTSP-1FER
0, 0, . I e )
24.9+2.6% COPD 26.6+2.8% B 5 3 3 "
FUTSP-17UR -4 : j \ : ¢ 4
COPD (CLBIHC '
TS-1 357 :
N 301
= I
25
COPD TS-1 a |
Q 207
2
TS-1- / - 1IL-8 & 157
TS-1- / - 2o
MUAC5B/MUCS5AC TS-1 5 &
- / -~ TGF-p/Smad .
COPDEE  REEUEE FEnLEE
2020 (3. 65RE U LS ARBICHIT BN ARE R RO
- . (A)
Social Stigma ( 50,000
) 45,000
40,000 —_—
35,000
30,000
25,000
20,000 ee———
15,000
10,000 \
COPD 5,000
’ 2016 2017 2018 2019 2020
year
e Under 65 years old e 65 years old and over
2016 2020 4. 65REBL L EGSHARBICHIFB, 2016-2019F DT 2020 D HIARPIE I BEROLR
fERERZA REREZZH fanthlineg
2016 2019 9639/-544%  -244153/-57.5% 98/48.1%  -1134.1/-57.9% 3460%  -2861122%
2019 fiok riefeneilate olchrge¥) o
2020 o
(6 5 ) U‘:'L 1000 20
(58.03 ) I
)‘l’t , I , .
' 5 65 5 65 65 655
age age age
( 820162019 average screening 8 2020creening B2016:2019 average close exam % 2020 close exam 2016:2019 average diagnosis ¥ 2020 iagnosis
) 2016 2019 K1 FINAAREZRZZ2(CLBDEONI AT AZII DRI S
5020 I = N NV
2. FBIOOFAFELE DRI TORPEORTH A BRI DZEML
2018-2019 o te of Ch
65 Average, N (%) 2020, N (%) (% ofrZaOig-Zolgnag:esrage)
Social Stigma
stage O (:.17';’) (3?;%) -20.50 %
260 230
stage [ (29.6%) (25.8%) -11.60 %
53 77
0.117% o stage I (6.0%) (8.7%) 45.30 %
- 0 167.5 171
3 stage Il (19.0%) (19.2%) 2.10%
322.5 343 o
stagelV (36.7%) (38.5%) 6.40 %
34 36
unknown (3.9%) (4.0%)
(Stage 0 Total 879.5 890 1.2%

1) (Stage 0




205%  Stage | 11.6% )

1 CSE
(IL-18 IL-
8 IL13) SA-B-Gal

IL-18 IL-8 IL13

2
(1
ng/mL 3ng/mL 10ng/mL)
CSE 3%
IL-1B

IL-8 IL-13

(1 CSE

(Stage 1V) (6.4% )

X

)

5. Z1EYA M1 > RIBIC LB CSEFE R B EADRZE

40
35

N oW
nn o

SABGalB3 AR %)
G 8

[
o

5

0
#=Emg/m) 1 3101 3101 3101 3101 3101 310 — —

Cytokine
CSE(3%)

IL-1B IL-8 IL-13 NC PC

=) (+) () (+) (=) (+) (=) (+)



15 7 0 2

Yokota Hayato Sato Kazuhiro Sakamoto Sho Okuda Yuji Fukuda Natsuki Asano Mariko Takeda 40

Masahide Nakayama Katsutoshi Miura Masatomo

Effects of CYP3A4/5 and ABC transporter polymorphisms on osimertinib plasma concentrations in 2022

Japanese patients with non-small cell lung cancer

Investigational New Drugs 1254 1262
DOl

10.1007/s10637-022-01304-9

Takashiki Rinko Komatsu Junko Nowicki Mari Moritoki Yuki Okazaki Mieko Ohshima 20

Shigetoshi Hasegawa Hitoshi Nomura Kyoko Ouchi Gen Berg Benjamin W. Shirakawa Hideko

Nakayama Katsutoshi Takahashi Naoto

Improving performance and self- efficacy of novice nurses using hybrid simulation- based 2022

mastery learning

Japan Journal of Nursing Science -
DOl

10.1111/jjns.12519

Kuriyama Shoji Imai Kazuhiro Saito Hajime Takashima Shinogu Kurihara Nobuyasu Demura Ryo -

Suzuki Haruka Harata Yuzu Sato Yusuke Nakayama Katsutoshi Nomura Kyoko Minamiya Yoshihiro

Inferior Pulmonary Ligament Division During Left Upper Lobectomy Causes Pulmonary Dysfunction 2023

Interdisciplinary CardioVascular and Thoracic Surgery -
DOl

10.1093/icvts/ivad035

Sho Sakamoto, Katsutoshi Nakayama, Masahide Takeda, Yuka lzumiya, Yuji Okuda, Mariko Asano, -

Masaaki Sano, Kazuhiro Sato.

Tracheal Small Cell Carcinoma with RB1 Splice Site Mutation Treated by Chemoradiotherapy: A 2023

Case Report

Current Problems in Cancer: Case Reports

DOl




80 6

COPD 2022
97-103
Dol
80 6
COPD 2022
108-119
Dol
COPD 2023
Dol
40 3
2023
Medical Practice 439-446

DOl




73 1

COPD 2023
21-30
DOl
38 5
2022
JOHNS 519-522
DOl
Takeda Masahide Sakamoto Sho Ueki Shigeharu Miyabe Yui Fukuchi Mineyo Okuda Yuji Asano 11
Mariko Sato Kazuhiro Nakayama Katsutoshi
Eosinophil extracellular traps in a patient with chronic eosinophilic pneumonia 2021
Asia Pacific Allergy e24
DOl
10.5415/apallergy.2021.11.e24
J Araya N Saito Y Hosaka A Ichikawa T Kadota Y Fujita S Minagawa H Hara S Fujimoto H 207
Kawamoto N Watanabe A Ito K Okuda H Miyagawa J Watanabe D Takekoshi H Utsumi M
Yoshida M Hashimoto H Wakui S Ito T Numata S Mori H Matsudaira J Hirano T Ohtsuka K
Nakayama K Kuwano
Impaired TRIM16-Mediated Lysophagy in Chronic Obstructive Pulmonary Disease Pathogenesis 2021
The Journal of Immunology 65 76

DOl
10.4049/j immunol .2001364




Yokota Hayato Sato Kazuhiro Sakamoto Sho Okuda Yuji Asano Mariko Takeda Masahide Nakayama 10
Katsutoshi Miura Masatomo

Relationship between Plasma Concentrations of Afatinib and the Onset of Diarrhea in Patients 2021
with Non-Small Cell Lung Cancer

Biology 1054 1054

DOl
10.3390/biology10101054

149
2021
2130-2134
DOI
30
2021
Aging Health 18-22
DOI

11 2 1

62

2022




32

2022
114 144 16
2022
paradoxical response
114 144 16
2022
115 145

2022




116 146 17 /

2023
Mycobacterium kyorinense
116 146 17 /
2023

Sakamoto,S. ,Sato,K. ,Goshima,S. ,Asahi,R.,Takita,Y.,Omoto,E., lzumiya,Y.,
Kumagai ,N.,Hasegawa,Y.,Yokota,H.,Okuda,Y. ,Asano,M. ,Akamine,Y.,Takeda,M. ,Miura,M. and Nakayama,K.

Association between proton-pump inhibitors and the ABCG2 C421A polymorphism and plasma concentration of gefitinib

The 25th Congress of the Asian Pacific Society of Respirology, November, Hybrid (Kyoto)

2021

61 4

2021




gefitinib

61 4
2021
EGPA EETs/EETosis
61 4
2021
3
COPD 6 2022
279
COPD( ) 2022 6
( , , ) 2021

2192

2021 . 5




2021

496

2021-2022.

(Araya Jun)

(90468679)

(32651)




