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The workshop on eosinophils in allergy and related diseases 2025
The 34th Congress of Interasma Japan/North Asia
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Date
Venue
President :

:2025.11.29 (Sat.)-30 (Sun.)
: Keio University Mita Campus, Kitakan Hall

The workshop on eosinophils in allergy and

related diseases 2025

Koichi Fukunaga

(Pulmonary Division, Department of Medicine,
Keio University School of Medicine)

The 34th Congress of Interasma Japan/North Asia
Koichiro Asano

(Division of Pulmonary Medicine,

Tokai University School of Medicine)
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Program at a Glance
» November 29, (Saturday) : Day 1

Keio University Mita Campus Kitakan Hall

10:00~10:10 Opening Remarks

10:10~11:00 . .
Morning Seminar 1
l'Activation and Plasticity of ILC2 Maintains Persistent Inflammation in Chronic Airway Diseases|
Chair : Koichi Fukunaga
Speaker : Roma Sehmi
Co-sponsor : Sanofi KK./Regeneron Japan KK

11:05~11:50
Oral 1
I'Basic Research 1]
Chairs : Hideaki Morita,”Isao Ohno

_|rso~12:35
12:004 Oral 2
[Basic Research 2
Chairs : Takao Fujisawa,Yasuhiro Gon

13:30~14:20 . .
Lunchtime Seminar 1

[The importance of eosinophilic inflammation in eosinophilic granulomatosis with polyangiitis (EGPA) and the latest treatments |
14:00- Chair : Makoto Naggta

Speaker : Yosuke Kamide
Co-sponsor : AstraZeneca KK.

14:25~15:28

Oral 3
15:00 I'Clinical Research 11
Chairs : Osamu Kaminuma,” Tomoyuki Soma

15:28~16:10
Oral 4
I'Clinical Research 2]
16:00 Chairs : Kazuyuki Nakagome,”Takeshi Hisada

16:2017:00 Evening Seminar 1

[Discovery of Biomarkers based on Multi-Omics analysis in Asthmal
Chair : Hiroyuki Nagase
Speaker : Tae-Bum Kim

17:00

17:05~17:50
Oral 5
I'Clinical Research 3]
Chairs : Norihiro Harada,” Yoshiyuki Yamada

18:00~18:50 . .
Evening Seminar 2

FAnti-TSLP in severe asthma: from asthma control towards clinical remission |
Chair : Koichiro Asano
Speaker : Guy Brusselle
Co-sponsor : AstraZeneca KK.




» November 30, (Sunday) : Day 2
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17

100

100

1004

100

1004

100
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Keio University Mita Campus Kitakan Hall

9:00~9:50
Morning Seminar 2
I'Aspirin-Exacerbated Respiratory Disease (AERD) : From Clinical Puzzle to Mechanistic Clarity |
Chair : Arihiko Kanehiro
Speaker : Tanya Maria Laidlaw

9:50~10:50

Designated Topic 1

Chairs @ Akio Niimi,~Etsuko Tagaya
Speakers : Jun Tanaka,Yuto Hamada,”Keeya Sunata,”Keima Ito

11:05~11:55 . .
Lunchtime Seminar 2

I'Pathogenesis and Therapeutic Strategies of EGPA — Eosinophilic Inflammation and Beyond —1
Chair : Masami Taniguchi

Speaker : Jun Miyata
Co-sponsor : GlaxoSmithKline KK.

13:15~14:00

Designated Topic 2

Chairs @ Hiroshi Nakajima,Hiroki Kabata
Speakers : Tomoaki Asamori,”Hanako Yoshimura,/Yui Miyabe

14:05~14:55 .
Afternoon Seminar

[Targeting Severe Asthma : Pathogenesis and the Role of Mepolizumab
Chair : Hiromasa Inoue
Speaker : Yoon-Seok Chang
Co-sponsor : GlaxoSmithKline KK.

15:10~15:55

Designated Topic 3
Chairs : Masao Yamaguchi,”Yoshimichi Okayama
Speakers : Tomoaki Takao,”Naoya Tanabe,~Kazuhiro Yamada

16:00~16:50
Evening Seminar 3
[Charcot-Leyden Crystals as drivers of severe asthma and ABPA

Chair : Shigeharu Ueki
Speaker : Bart N. Lambrecht

16:50~17:00 Closing Remarks
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Department of Medicine, McMaster University, CANADA
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1-3 TNFSF14 (LIGHT) drives airway hypersensitivity and airway remodeling in severe asthma
(OHaruka Miki"”, Yuka Yoshiki’. Michael Croft?. Isao Matsumoto”
VDepartment of Rheumatology, Institute for Medicine, University of Tsukuba.

?La Jolla Institute for Immunology

1-4 IgE- and mast cell-dependent allergic responses are regulated by sphingolipid binding to
CD300 member molecules
OAyako Kaitani. KumiIzawa. Risa Yamamoto. Tomoaki Ando. Akie Maehara.
Naoko Negishi. Nobuhiro Nakano. Ko Okumura. Jiro Kitaura
Atopy (Allergy) Research Center, Juntendo University Graduate School of Medicine

1-5 CDK4/6 promotes ILC2-associated pulmonary fibrosis in a murine severe asthma model.
(OMasaya Matsuda”. Emi Ishizu”. Yuna Fujiwara"”. Hayato Shimora®.
Yuichiro Kaibori”. Nobuyuki Yamagishi’. Osamu Kaminuma®. Takeshi Nabe"
VLaboratory of Immunopharmacology, Faculty of Pharmaceutical Sciences, Setsunan University.
?Laboratory of Analytics for Biomolecules, Faculty of Pharmaceutical Science, Setsunan University.

“Department of Disease Model, Research Institute of Radiation Biology and Medicine, Hiroshima University



R

2-1

2-2

2-3

2-5

[E# 2]

FEEE ORREE BREE (ENLE B R = Ee k)
T BB R (AR 22 B 2 5 AR 2 S IR, B AR 2 53-8 )

Low pH Suppresses Eosinophil Adhesion and ROS Release but May Contribute to
Eosinophil Peritonitis.

(OTakao Atsumi’. Takehito Kobayashi'?, Kazuyuki Nakagome"”. Tomoyuki Soma".
Makoto Nagata"

USaitama Medical University. *Saitama Prefectural Cardiovascular and Respiratory Center
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Analyses of group 2 innate lymphoid cells in sputum from patients with non-asthmatic

eosinophilic bronchitis and allergic asthma

(OTakahiro Matsuyama'”. Yoshihisa Tokunaga®. Xiaotian Ju”. Nermin Diab?.

Danica Brister”. Mustafaa Wahab”. Elena Kum”. Kieran Killian®. Jaclyn Smith".

Gail Gauvreau”. Hiromasa Inoue”. Paul O'Byrne”. Imran Satia®. Roma Sehmi”
YDepartment of Pulmonary Medicine, Graduate School of Medical & Dental Sciences, Kagoshima University,
Kagoshima, Japan.

“Division of Respirology, Department of Medicine, McMaster University, Hamilton, ON, Canada.
“Division of Respirology, Neurology, and Rheumatology, Department of Medicine, Kurume University School of
Medicine, Kurume, Fukuoka, Japan.

“Division of Infection, Immunity and Respiratory Medicine, Manchester University, Manchester, UK
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Machine Learning-Based Approach to Pediatric Asthma Diagnosis Using Pulmonary
Function Testing

OTomoyuki Arima”. Yasunori Sato”. Chizu Habukawa®”. Takanori Imai”.
Mizuho Nagao”. Takao Fujisawa"

U Allergy Center, NHO Mie National Hospital, “Department of Biostatics, Keio University School of Medicine.
Department of Pediatric Allergy, NHO Minami-Wakayama Medical Center.

“Department of Pediatrics, Showa Medical University

Effect of age on differences in airway hyperresponsiveness between T2-high and T2-low
asthma
OMichiyoshi Imaoka

Department of internal medicine, Matsuyama Kinen Hospital
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Factors contributing to increased peripheral blood eosinophil counts in patients with
clinical remission according to PGAM

(ONaoto Watanabe'”

"Department of Allergy Internal Medicine, Seirei Yokohama Hospital.

“Tokyo allergy and respiratory disease research institute
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Effect of dupilumab on upper and lower airway findings in patients with severe chronic
rhinosinusitis with nasal polyps and asthma
(OMakoto Hoshino”. Tatsuhiko Harada”. Junichi Ootawa®. Keiji Matsumoto®.
Naoto Mochizuki®. Daiki Mochizuki”
"Division of Clinical Allergy, Atami Hospital, International University of Health and Welfare.
“Department of Otolaryngology, Atami Hospital, International University of Health and Welfare.
“Department of Radiology, Atami Hospital, International University of Health and Welfare
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Anti-TSLP in severe asthma : from asthma control towards clinical remission

OGuy Brusselle
Ghent University Hospital Department of Respiratory Medicine
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Division of Allergy and Clinical Immunology, Brigham and Women’s Hospital, USA
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AS Targeting Severe Asthma : Pathogenesis and the Role of Mepolizumab
(OYoon-Seok Chang
Professor, Division of Allergy and Clinical Immunology, Seoul National University Bundang Hospital, Seoul

National University (Republic of Korea)
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ES3 Charcot-Leyden Crystals as drivers of severe asthma and ABPA
OBart N. Lambrecht

Director, VIB Center for Inflammation Research, Ghent University, Belgium
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Day1: November 29 (Saturday)

Morning Seminar 1

MS1

Chair : Koichi Fukunaga (Pulmonary Division, Department of Medicine, Keio University School of
Medicine)

Activation and Plasticity of ILC2 Maintains Persistent Inflammation in Chronic Airway
Diseases
Roma Sehmi
Department of Medicine, McMaster University, CANADA
Co-sponsor : Sanofi K.K./Regeneron Japan KK

11:05~11:50 MOl

1-1

1-2

1-4

1-5

[Basic Research 1]
Chairs : Hideaki Morita (Department of Allergy and Clinical Immunology, National Research Institute

for Child Health and Development)
Isao Ohno(Tohoku Medical and Pharmaceutical University)

Elucidation of the Role of Eosinophils in Alloknesis in Atopic Dermatitis
Sumika Toyama
Juntendo Itch Research Center (JIRC), Institute for Environmental and Gender-Specific Medicine, Juntendo

University Graduate School of Medicine

Laundry detergents induce allergen sensitization and promote antigen-specific
eosoniphilic airway inflammation

Naoko Nagano

Department of Allergy and Clinical Immunology, National Research Institute for Child Health and Development

TNFSF14 (LIGHT) drives airway hypersensitivity and airway remodeling in severe asthma
Haruka Miki

Department of Rheumatology, Institute for Medicine, University of Tsukuba

IgE- and mast cell-dependent allergic responses are regulated by sphingolipid binding to
CD300 member molecules

Avyako Kaitani

Atopy (Allergy) Research Center, Juntendo University Graduate School of Medicine

CDK4/6 promotes ILC2-associated pulmonary fibrosis in a murine severe asthma model.
Masaya Matsuda

Laboratory of Immunopharmacology, Faculty of Pharmaceutical Sciences, Setsunan University

PR Oral 2

2-1

[Basic Research 2]

Chairs : Takao Fujisawa (National Hospital Organization Mie National Hospital)
Y asuhiro Gon (Nihon University School of Medicine, Department of Internal Medicine,

Division of Respiratory Medicine)

Low pH Suppresses Eosinophil Adhesion and ROS Release but May Contribute to
Eosinophil Peritonitis.
Takao Atsumi

Saitama Medical University



2-2 Effects of nicotine on eosinophil effector functions
Kazuki Katayama

Department of Respiratory Medicine, Saitama Medical University, Saitama, Japan

2-3 Regulation of Eosinophils by Common B Chain Cytokines (IL-3, IL-5, and GM-CSF)
Masahito Mizobe
Division of Pulmonary Medicine, Department of Medicine, Keio University School of Medicine

2-4 Involvement of eosinophil extracellular traps in allergic fungal rhinosinusitis
Tomoe Abe
Department of General Internal Medicine and Clinical Laboratory Medicine, Akita University Graduate School of
Medicine

2-5 Analyses of group 2 innate lymphoid cells in sputum from patients with non-asthmatic
eosinophilic bronchitis and allergic asthma
Takahiro Matsuyama

Department of Pulmonary Medicine, Graduate School of Medical & Dental Sciences, Kagoshima University,

Kagoshima, Japan

Lunchtime Seminar 1

Chair : Makoto Nagata (Department of Respiratory Medicine, Allergy Center, Saitama Medical

University)

LS1 The importance of eosinophilic inflammation in eosinophilic granulomatosis with
polyangiitis (EGPA) and the latest treatments
Yosuke Kamide
Clinical Research Center for Allergy and Rheumatology, NHO Sagamihara National Hospital
Co-sponsor : AstraZeneca K.K.

14 :25~15 : 28 O] 7-1 K]

[Clinical Research 1]

Chairs : Osamu Kaminuma (Research Institute for Radiation Biology and Medicine, Hiroshima
University)
Tomoyuki Soma (Department of Respiratory Medicine, Allergy Center, Saitama Medical

University)

3-1 Prefectural Disparities in Inhaler Education Fee Use for Under-6s & Adults 65+ : Data
from Japan National Database (NDB)
Yu Kuwabara
Department of Clinical Research, NHO Mie National Hospital

3-2 Machine Learning-Based Approach to Pediatric Asthma Diagnosis Using Pulmonary
Function Testing
Tomoyuki Arima
Allergy Center, NHO Mie National Hospital

3-3 Effect of age on differences in airway hyperresponsiveness between T2-high and T2-low
asthma
Michiyoshi Imaoka

Department of internal medicine, Matsuyama Kinen Hospital



3-4 Investigation of the heterogeneity of T2-low asthma and its contributing factors to
exacerbations
Sahoko Imoto
Teikyo University School of Medicine

3-5 Early Response Profiles Following Dupilumab Initiation in Severe Asthma : Cluster
Analysis of Pulmonary Function
Kenji Mizumura

Division of Respiratory Medicine, Nihon University School of Medicine

3-6 Clinical Course and Predictors After Inhaled Corticosteroid Discontinuation in Mild
Asthma with Clinical Remission
Koichi Jingo

Department of Respiratory Medicine, Juntendo University Faculty of Medicine and Graduate School of Medicine

3-7 Association between Quality of Life and Clinical Remission in Asthma Patients Treated
with Biologics
Yuri Takeshita
Division of Respiratory Medicine and Allergology, Department of Medicine, Teikyo University School of

Medicine

VBN Oral 4

[Clinical Research 2]

Chairs : Kazuyuki Nakagome (Department of Respiratory Medicine and Allergy Center, Saitama
Medical University)
Takeshi Hisada (Gunma University Graduate School of Health Sciences)

4-1 Clinical Evaluation of Tezepelumab in Patients with Severe Asthma at Our Institution
Junya Kamei

Hamamatsu Rosai Hospital

4-2 Genetic determinants of treatment response to tezepelumab
Kaoru Toshima

Center for Medical Education, Faculty of Medicine, Tohoku Medical and Pharmaceutical University

4-3 Factors contributing to increased peripheral blood eosinophil counts in patients with
clinical remission according to PGAM
Naoto Watanabe
Department of Allergy Internal Medicine, Seirei Yokohama Hospital

4-4 Case series : Six cases of Large Airway collapse misdiagnosed as severe asthma
Yuto Nakamura

National Hospital Organization Sagamihara National Hospital

4-5 A case of Wheat-Dependent Exercise-Induced Anaphylaxis caused by Initiation of oral
Aspirin/Bonoprazan Fumarate treatment
Shingo Ishihara

Isesaki Municipal Hospital

4-6 Viral Detection Profile and Leukocyte Dynamics in Asthma Exacerbations Requiring
Hospitalization After Category V Reclassification
Maki Kajitani
Division of Respiratory Medicine and Allergology, Department of Medicine, Teikyo University School of

Medicine



Evening Seminar 1

Chair : Hiroyuki Nagase (Division of Respiratory Medicine and Allergology, Teikyo University
School of Medicine)

ESA1 Discovery of Biomarkers based on Multi-Omics analysis in Asthma
Tae-Bum Kim

Asan Medical Center, University of Ulsan College of Medicine, Seoul, Korea

17 : 05~17 : 50 IO 1)
[Clinical Research 3]

Chairs : Norihiro Harada (Department of Respiratory Medicine, Juntendo University Faculty of
Medicine and Graduate School of Medicine)
Yoshiyuki Yamada (Tokai University School of Medicine)

5-1 Effect of dupilumab on upper and lower airway findings in patients with severe chronic
rhinosinusitis with nasal polyps and asthma
Makoto Hoshino

Division of Clinical Allergy, Atami Hospital, International University of Health and Welfare

5-2 Development of Eosinophil-Associated Stool-Smear Biomarkers for Infantile Non-IgE-
Mediated Gastrointestinal Food Allergies
Kaori Inukai

Department of Pediatrics, Tokai University School of Medicine

5-3 Comprehensive analysis of bioactive proteins in eosinophilic granulomatosis with
polyangiitis (EGPA)
Yosuke Kamide
Clinical Research Center for Allergy and Rheumatology, NHO Sagamihara National Hospital

5-4 A practical protocol for the identification of Schizophyllum commune in fungal cultures of
respiratory specimens : A pilot study
Yuma Fukutomi
Clinical Research Center for Allergy and Rheumatology, NHO Sagamihara National Hospital

5-5 Additive effict of Gefapixant, a P2X3 Antagonist, on azelastine for Refractory Atopic
Cough.
Yoshihisa Ishiura

First department of Internal Medicine, Kansai Medical University

Evening Seminar 2

Chair : Koichiro Asano (Division of Pulmonary Medicine, Tokai University School of Medicine)

ES2 Anti-TSLP in severe asthma : from asthma control towards clinical remission
Guy Brusselle
Ghent University Hospital Department of Respiratory Medicine
Co-sponsor : AstraZeneca K.K.



Day2: November 30 (Sunday)

Morning Seminar 2

MS2

Chair : Arihiko Kanehiro (Department of Total Allergy Medical Care, Himeji St. Mary's Hospital)

Aspirin-Exacerbated Respiratory Disease (AERD) : From Clinical Puzzle to Mechanistic
Clarity

Tanya Maria Laidlaw

Division of Allergy and Clinical Immunology, Brigham and Women’s Hospital, USA

Designated Topic 1

DT1-1

DT1-2

DT1-3

DT1-4

Chairs : Akio Niimi(Division of Respiratory Medicine, Osaka Saiseikai Ibaraki Hospital)
Etsuko Tagaya(Department of Respiratory Medicine, Tokyo Women’s Medical University)

Clinical Characteristics of Difficult-To-Treat Allergic Bronchopulmonary Aspergillosis
and Its Prediction Score
Jun Tanaka

Division of Pulmonary Medicine, Department of Medicine, Tokai University School of Medicine

Distinct trajectories of treatment response to mepolizumab toward remission in patients
with severe eosinophilic asthma
Yuto Hamada

Centre of Excellence in Treatable Traits, College of Health, Medicine and Well-being, University of Newcastle

Multiomics analysis identified IL-4-induced IL1RL1high eosinophils characterized by
prominent cysteinyl leukotriene metabolism
Keeya Sunata

Division of Pulmonary Medicine, Tokyo Saiseikai Central Hospital, Tokyo, Japan.

Comorbid functional dyspepsia reflects IL-33-mediated airway neuronal dysfunction in
asthma

Keima Ito

Department of Respiratory Medicine, Allergy and Clinical Immunology, Nagoya City University Graduate School

of Medical Sciences

Lunchtime Seminar 2

LS2

Chair : Masami Taniguchi(National Hospital Organization Sagamihara National Hospital Clinical

Research Center)

Pathogenesis and Therapeutic Strategies of EGPA — Eosinophilic Inflammation and
Beyond —

Jun Miyata

Division of Pulmonary Medicine, Department of Medicine, Keio University School of Medicine

Co-sponsor : GlaxoSmithKline K.K.



IKEREER  Designated Topic 2

Chairs : Hiroshi Nakajima (Department of Allergy and Clinical Immunology, Graduate School of
Medicine, Chiba University)
Hiroki Kabata (Pulmonary Division, Department of Medicine, Keio University School of
Medicine)

DT2-1 Molecular mimicry-driven autoimmunity in chronic rhinosinusitis with nasal polyps
Tomoaki Asamori
Department of Head and Neck Surgery, Institute of Science Tokyo

DT2-2 Galectin-10 in serum extracellular vesicles reflects asthma pathophysiology
Hanako Yoshimura
Kinki Central Hospital

DT2-3 Aggregated eosinophils and neutrophils characterize the properties of mucus in chronic
rhinosinusitis.
Yui Miyabe
Department of General Internal Medicine and Clinical Laboratory Medicine, Akita University Graduate School of

Medicine

Afternoon Seminar

Chair : Hiromasa Inoue (Department of Pulmonary Medicine, Kagoshima University)

AS Targeting Severe Asthma : Pathogenesis and the Role of Mepolizumab
Yoon-Seok Chang

Professor, Division of Allergy and Clinical Immunology, Seoul National University Bundang Hospital, Seoul

National University (Republic of Korea)

Designated Topic 3

Chairs : Masao Yamaguchi (Division of Respiratory Medicine, Third Department of Medicine,
Teikyo University Chiba Medical Center)

Co-sponsor : GlaxoSmithKline K.K.

Yoshimichi Okayama (Department of Allergology, Internal Medicine, Misato Kenwa
Hospital)

DT3-1 Maternal asthma alters fetal lung ILC2s via glucocorticoid signaling, leading to
exacerbated allergic airway inflammation in offspring
Tomoaki Takao
Division of Respiratory Medicine, Department of Medicine, Graduate School of Medical Sciences, Kyushu

University

DT3-2 Sputum short-chain fatty acids, microbiome, inflammation, and mucus plugging in
obstructive airway disease
Naoya Tanabe
Department of Respiratory Medicine, Kyoto University

DT3-3 Compartmentalized mitochondrial ferroptosis converges with optineurin-mediated
mitophagy
Kazuhiro Yamada

Department of Respiratory Medicine, Graduate School of Medicine, Osaka Metropolitan University



Evening Seminar 3

Chair : Shigeharu Ueki(Department of General Internal Medicine and Clinical Laboratory Medicine,
Akita University Graduate School of Medicine)

ES3 Charcot-Leyden Crystals as drivers of severe asthma and ABPA
Bart N. Lambrecht

Director, VIB Center for Inflammation Research, Ghent University, Belgium
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Clinical Characteristics of Difficult-To-Treat Allergic Bronchopulmonary Aspergillosis
and Its Prediction Score

(OJun Tanaka, Tsuyoshi Oguma, Koichiro Asano

Division of Pulmonary Medicine, Department of Medicine, Tokai University School of Medicine

[T - H] 7LV F—MEE M7 AV F)V 2E (ABPA) OE#EE#IL, 4~6 A AT T4
FEIIMERERETH 5. ROFEIZ. BRI AL 6 20 H DINIZERIR 1233 L 22 WG TE ABPA
DEERGEERET L. ToTFHMRA a7 (HEEA2T) 2ERTAHIEZ2HE L7,

[HiE] 4 2 maERAE (2020 45) C. Asano ®FE#E (5 pillE) 2O T7 ARVFI A - 7 I 4 Af§
1 IgE $ufRlME 2 w723 ABPA SEBI x5 & L7zo BRIRMTEMRIE, BEERIRRICI =~ A M) =X U |
(7L F=vurys5mg/HUTPOPEREDOHIE) TT6 5 HBMEEI L WIRE L w3 L7z, BMEHREIE.
FIO7L F=vuory 20mg/HU L) BXO/ 2 30EEHREE Lz, ABPA BEIE, HEREIR, MdBm 5
Fr R i IgE Pk B0 9 % 2 B ML LB L L ABPA (X9 2 iG# B £ 7213k 2 29 5 K &
EFLT2o ZERU T AT A v 7 UGN & 0 8567 ABPA O FIIR 25 L. 8ERTER 3 7 21K
L7z EEFARERCHIZ L. Jiim & 28— MFZEER] TR 41 % BGE L 72,

5 3) &R AT 316 JE6I25 ABPA LS. D9 b 189 FEHI A HE B % 521 T 72 AT I g 72 148
JEFI T, I= A MY — b XY MERE TORRAEIR 4.8 221 T\ EHIA AL 6 2 H LLN O BRIR Y 5 fif
WL 52% T o720 ABPA FIEER 50 LT, 7 AV )V 2 HF 81 IgE Hiikfii 20 UA/mL DL B, %
W/ RAE I PEE T @ Aspergillus J& B R K220 PE. high attenuation mucus (HAM) B 4 36 H %3
HTE ABPA L HRICEE L72 (p=0.02~0.03), FHHZ 1 e T HHEMEA I 7 2ER L7, #EEA 2
T O AE EEFRAES B X ORI & 2k — MFRRESIT 1 BT 258 40%. 2 5L EDH 60% & [FAk
DO %R L7z MEEME A 2 7O REHERR IR 1L, S EFIAAER T 0 27 13%. 1 5.26%. 2 557%. 3-
4 15.82% LA EIZ ER (n =89, p<0001) L. Filf) % 2 A& — MFFIEFITD 0 21 17%. 1 25 15%. 2 £50%.
34 35.58% LA EICHB L7 (n=65, p=0.004),

[f5am]  ARdEIHEHR % 20 72 ABPA BE ORI EEAY 6 20 INICHERIY E R 2 3R T & 3, MR
HYMEZ IR L7, #HEFIE. BRPUEEE. SEOBEREAE, B X0 HAM ORI #EAE ABPA 2 /RIg
TOLEELZIBETHD, INS 4 RT2 MR SN SHEE A T 71, fEEREEEB O 2 7 MLz AR
ThHhbHI EDRENT,

Clinical Characteristics of Difficult-To-Treat Allergic Bronchopulmonary Aspergillosis and Its Prediction
Score.
Allergy. 2025 ; 80 (9) : 2531-40.
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IEE ERE 1 Designated Topic 1

BEEFBERMIERICE TR AR XY TICHWT 3 EEMGCOZE & EMFER
DIEL

OEH  #6-}'?. Dennis Thomas”. Erin Harvey"”. Sean Stevens".

Michael Fricker”., Hayley Lewthwaite”. Vanessa McDonald".

Andrew Gillman”. Mark Hew"”, Vicky Kritikos®”., John Upham™.

Peter Gibson"”

VZ 2=y ANVKZFES - RS ) —F TV b LA Y EBE S —,

DI BB AR ER BE R R ZE 2~ 7 — YU 3 o v 7 — i B g IR AR
PTIVT Ly RANVAT LV =W BEEIRGIEER VFF ¥ 2 RFEAREE - FRIRSFL
vy — )y 7 R EIIERRE R, "7 e AT L 2%V K TR g R

Vg 4 =2 AT v FREFEFER

Distinct trajectories of treatment response to mepolizumab toward remission in
patients with severe eosinophilic asthma

)

OYuto Hamada'?, Dennis Thomas"”, Erin Harvey"”, Sean Stevens"”, Michael Fricker”,

Hayley Lewthwaite”, Vanessa McDonald”, Andrew Gillman”, Mark Hew"”,
Vicky Kritikos”, John Upham™, Peter Gibson'”

"Centre of Excellence in Treatable Traits, College of Health, Medicine and Well-being, University of Newcastle, ?Clinical
Research Centre for Allergy and Rheumatology, NHO Sagamihara National Hospital, *Department of Respiratory and
Sleep Medicine, John Hunter Hospital, *Allergy, Asthma and Clinical Immunology, Alfred Health, *School of Public
Health and Preventive Medicine, Monash University, ®Clinical Management Group, Woolcock Institute of Medical Re-
search, "Department of Respiratory Medicine, Princess Alexandra Hospital, ®Faculty of Medicine, The University of

Queensland

[ 5] EREAFERER G B3 B A B WEEMRETH 05, M ILSPERTH L ARY X< 712L8 D
JERB L OHESYLE L, —HBOBETIIBRNERICESL 2 EBHEIATW S,

(B AWgeo B, SEEFERERIERG B T2 AR ) A3 TIC L 2EBICB T ARBE#E( N Y
7R ) =) #RIEL. FEBEICBIABFENEROZEREBLUOZOTFARF2WONICITLIETH
5o

[H3)] A=AV T7DAR) A= TIVZHT 5Lk OHM & 24K — MMIE (Australian Mepolizumab
Registry) \2S I L 72 EAEMFERER VI EURH 2 0502, BRI 3. 6. 12 A A BR AU CoEdk, BEm M 5, #%
anvFaxsuaAf R (0CS) m. HitkAE % &b 726G H 00 % 7l L 720 GRS 5 ICIE 7 v —7
N=ZA+5V227 PV)—FEFNVERH L, T2, BRMEMRIIIACQS<10. 6 H HMICHEZ L,
W6 2 HENCHEEEHH W TO OCS IEMEH ] K L. 12 2 AR CORIRIER OER R 2 L HEM T
W L7z €512, BHANOSHIZHET EZR—Z25 4 Y FRRFZ2 0 Y 25 1 v 7 Wi THE L7z,

[#55H] 3 oD BUSFEEEASH E S N7z - O OCS A7 { BUS BIF 2 BB (n=170). @ @#FHAIT
B B2 Wi BB (n=58). @ XuEHZEZ VISRV EEE (n=70), 12 % H B 5T o R i 5 %
DOEFFIZ, BHD 1 365%. FEQ :259%., G :57% THY ., BHHICHEZEZ2HD72(P<0001), N—2Z
FTA VFRRTE LTk, HOTHK W OCS &, HQ@QTHEWEFEV,% PRl - SWAFOE A7 - En
OCS & « 8RR —TOHFAENEEL Tz (HOEHRHE),

lisan] EREIFRERIER BT 2 A RY A2 T IS B EBERBIZ 3 2DORL 2 BERL., FREFNRT
R EROEREB L UONR—2 5 4 VSR o TWize SS DOFEFIE, GRS DZREED X K1)
A= 7N X B IRR I BRI ES B R 2 Re$ 5,

Distinct trajectories of treatment response to mepolizumab toward remission in patients with severe
eosinophilic asthma.
Eur Respir J. 2025 ; 65 (1) : 2400782.
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SBA IV ABIAICLD ILABEMO AT/ ZiOq4a M) I ESE
4EE T B ILIRL1 SRIFEREKORFE

Ofp HPE A, = H M2ONE MY, EREAP ., NEEE R,

K B2 B T2 fhAR FHY OB BE—-Y il AR,

EAR wE?, I EEP. NI WHEY. FH PR fEAk BB

DR TTHR AR 2 T YR B IR 2 N B 2 B E S 3 R R BRI 2 R, P23 X DNAWFSERT,

VR R R A g - JGeE R, O b B AR AL BT SRR B R 2 N R

M ATBE N EDNL R R O g v 7 — IR 2R R, TE LR A R ER e v & — X K a — AR — A

SREUET VRSP BRIE AT e R, O B HE FR B 2R SR AR A i A PR A L A s i

Multiomics analysis identified IL-4-induced IL1RL1high eosinophils characterized by
prominent cysteinyl leukotriene metabolism

(OKeeya Sunata'?, Jun Miyata®, Yusuke Kawashima®, Yoshinori Hasegawa®,

Ryuta Onozato”, Yo Otsu”, Emiko Matsuyama?, Hisashi Sasaki”, Shinichi Okuzumi”,
Takao Mochimaru”, Katsunori Masaki”, Hiroki Kabata”, Akihiko Kawana”,

Makoto Arita™”, Koichi Fukunaga®

UDivision of Pulmonary Medicine, Tokyo Saiseikai Central Hospital, Tokyo, Japan., ?Division of Pulmonary Medicine, Department of
Medicine, Keio University School of Medicine, Tokyo, Japan, ?Department of Applied Genomics, Kazusa DNA Research Institute, Chiba,
Japan., “Division of Infectious Diseases and Respiratory Medicine, Department of Internal Medicine, National Defense Medical College,
Saitama, Japan, *’Department of Respiratory Medicine, Kitasato University Kitasato Institute Hospital, Tokyo, Japan, ®Department of
Respiratory Medicine, National Hospital Organization Tokyo Medical Center, Tokyo, Japan, “Laboratory for Metabolomics, RIKEN Cen-
ter for Integrative Medical Sciences, Kanagawa, Japan, ®Graduate School of Medical Life Science, Yokohama City University, Kanagawa,

Japan, *Division of Physiological Chemistry and Metabolism, Graduate School of Pharmaceutical Sciences, Keio University, Tokyo, Japan

IR ERVE G R B R S R IR EINEEEO 7 LV F— BT, MRS & U THuL
fEEPHS TS, 4 v —10 A4 F  (interleukin : IL)4. 5. 131X 28HY- A4 " A A v EFREN. KIE
DJFFTIZB T, IL5 DFEBERZ G A 2 13 XSS TWE, L LEAS, IL4 &EZBIEDY T
= hERIEET S IL-13 OUFEEER~OVERIE, &0E BRI R g iR 2 & &R B i % A L 72 3%
B VEIZH SN TV B, EENZREHIZOWTRAN L SAZ v, 2T RIFZETId e MMFRBERIZ A
T 5 IL-4 B X OIL-13 O RIEREERED X OWWEBEEOBES 25T sZ 2 HE Lz,

MR O ARk A HEE L, &9 4 A A O TR X ORI B EZ R L., 2@t 3 7 A
RNT DMK E Uz B ONI27— % e - oL, i S 2O T I2onTiE, V7V y A4 LER
PCR#, 7a—¥A4 b X MY —3THIT L 720

FSURIZ) T NI ZAE T T A I 7 ABITICL Y, IL412 X5 TIL-33 DA TH 5 ILIRLL

DIPENT UV ATIVEY I F—F 2 (TCGM2) OB EIFRNIZER 87, IL4 & IL5 OWTA, KAENE
BEAT 4 =% —ThHsbufab) Ty C (LTC) % LTDIIEWT LRI AHBEETHS y-7 V5
VISV A7 25 —Y5(GCTh) OB % FH 372, S5ICIL13 TH#M LMk v v A2 )7

b3 7 AR S TL-13 BlEAS IL-4 fili & [ #E12 GGTS5. TGM2, IL1RL1 % X @z FRBE b2 19 3
BLZBIEZTRIT a7 7 A VEFET L ENWLNIT R o7, ) BRI 7 2 6 IL-5 & IL4 134
A LTD DA &5 Z L 2R L7z TNSDOGTOFRBIEREIX, IL4 & IL-13 GO T ik
(AT S A 1B K+ Tdh A Signal Transducer and Activator of Transcription 6 (STAT6) & IL-4 ZZ&1K a
BICE o THIBES N TWAEZ E 2RI L2 RBICTUVUVF—REBEZORETOMBOMATIZX Y, IL-
4 & IL-13 O RKIESFHT T OIRBILEA~DB G- %27~ L7z,

AWF7ETIE, IL4 3R ERICAH LT, STAT6 #L T, BEFE R AT A =vuaf a by AREO TG
& ILIRL] OE5Ba e Lz, 7LV F—HOMBOER AL FET LI L 2WonE Lz, 26D
MADEREL 20 BAAOHERICIEIEO 7 LV F =R E O N + < — 5 — DR & Z OFHii 6t L
7 35008 70 (G R OB NS B et DS 4

Multiomics analysis identified IL-4-induced IL1RL1 (high) eosinophils characterized by prominent cysteinyl

J41

leukotriene metabolism.
J Allergy Clin Immunol. 2024 ; 154 (5) : 1277-88.
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HRICHFT HEEMT 1 ANT D713 IL-33 29t L -REHEEERE
ERET S

OftiE  £8%
4 R KRR YRR - S8 7 LV % — R

Comorbid functional dyspepsia reflects IL-33-mediated airway neuronal dysfunction in
asthma

OKeima Ito

Department of Respiratory Medicine, Allergy and Clinical Immunology, Nagoya City University Graduate School of
Medical Sciences

[;nsa
H

PR AT A ¥ VR ERIEZME (CRS) 12X 3l S 12 SGE AR ORREA 2. HE OGS
PR Wik R FAE Wi L O TR & BRSPS A B 7 RIS & L CHEH S Tw b, LA L. CRS JLEOHT
R, B B BRI, 72 5 ICAR R IBHIRIE IO W TIZRZW S 2 TIE Vo HER X D Wi & H A
Ve & OBEIZE S RSN Tw b —J7, BT 1 AXTF Y7 (FD) L oMERHrcRaish vk
Vo AIFZETIE, Wi & FD 25HERREEA 2 & v ) Ll A2 A3 5 MICEH L. MEBOMERGEL L O
FD BHAF O BRI E R 2 ET L7z,

(5]

AR 2B X O 74 ¥ 2 %K transient receptor potential vanilloid type 1 (TRPV1) K~
ARV BEATIV T I v LI, YA HWTAELIEE T V2R L, KB MRS Of
ELTHRR) T 7 B IOTHILE EEREE (HPRIERE - /NMiaAEe) & 5l L7z, BRAIZE T, FD
AP 2 B 15 B & IEA PR 35 Bl 2 Fi X IHEM L. BURIBEO BRRE 217 - 720

[ 3]

2N VIFEETOVTIR. IL-33 OB EFIE, ML KR L CHEERSEMR) ETY VoL
PRI - /NS B I 2 GO 72 TN ORFIE, U IL-33 PLRDIERENIZ G2 X D wih bt L7z,
F72. TRPVI KX T AR, NaF ¥ ANV 70y h—Thb QX-314 O 58Pk 512 X 5 5 G AR D IR
BOEIENE ., AL E B REE 2 e L7z BRRIICIE. FD S0 IEA I R TEREIRAT R < o WiEl 2
VA= VAR T, A7 A 2 ¥ CRSHTUHE L T ize B 512, iBFIE%E B o IL-33 #E1E FD &bk
BB LA T ALY CRSTLER THEICEMZ/R L, FDIERZA I 7B LA 71 2 ¥ CRS L HE R
B 2 RO 72,

(e

AWFZEIE. M SRR G 2 REH L E M OMEE 7 B A b =2 L W) il R A S22 L
720 FD Wi BB 1T 2 [EAIEMAREOREBA S L BRICHEL, TOHFRIZIL-33OHGREINS,
FD #4035 AWk, CRS 250LH#E$ 2 [ AREg (@A) 7=/ ¥4 7] &L L TR S5h, IL-
33 AL & L72EIED, RT 2 ) 5 A4 TS W2 R EH0RINE L R 2 WL D 5.

Comorbid functional dyspepsia reflects IL-33-mediated airway neuronal dysfunction in asthma.
J Allergy Clin Immunol. 2024 ; 154 (6) : 1422-33.
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IBPLBEIBIER (B B BMIRAL /S L TR | RS TR
DEFE

OW:

VBOER AR RO R AR AR B R A R e R i A

Molecular mimicry-driven autoimmunity in chronic rhinosinusitis with nasal polyps

(OTomoaki Asamori'?
YDepartment of Head and Neck Surgery, Institute of Science Tokyo,

“Department of Preventive Medicine, The University of Tokyo

I PR ERE Il P SV AT C 2015 SR ISR 2 S, HRICSUE Cha B PRIl et - R EIRT 2
&%\ 4R, dupilumab % mepolizumab 2MRFEEIS & 722 ) AP RE SN TVE 0D, 15 %%)
EOGFONLVIEGI DAL, 5% AWMBHEITRD HNT WD WFRERMRIRERE &, RE XD
T8 SR S P8 4% (Chronic RhinoSinusitis with Nasal Polyps : CRSWNP) OFFRE R IZ &, 7 A4 IV A RHMTA .
BN 7 EOMEYRYR. HOREDBGARE SN TV 25 WHE OB &0, 2 mE 2 1 =X
LIIAHTH %,

AR FAGE QBRI B W CIIMIRRERIZE D A T2 L W REOB S RIS N TE D) AT
BEIZRET S BMRICEH Lz BAMIIE, TNOBED L) RERTH L0, FEORTRIF
MIFAET A7 — iz hiE e LTHRBRLTW 20025 2 & T, CRSWNP O Ry 5 % W
LNCTAHZEZHNE L7

CRSwNP 13 FEFIA 5 53 (223 % BMila % 58 L. bulk 3 X O single cell-B fifa =%k (BCR) L /%
N TR 2 AT o 720 1RO NEHIERD S FIF ¥ MR L2 BMKe 2 o — > Z2FE L. 9EFICBWT
31 HHOPURZ TS L7z SIS OPURIC O W CTREIPURE % HBEERVICIRR L7245, 9 AChBEICE L
TRBEEDO e MEFEMR» SH L7257 v 87 2722 TR L, 7 O HEPUR S 37 2[5
L7z SNHIEFTRTHOHRERBR L ORENEHMINTEY, Z0Z L BEBEAEEAL TV, &5
CIAEPPURICE L CEI TR OPR 2 3R L 72 MAEw-T LV <4 7207 LA &2 e TR % RF
liL. 9FHDOMAEMPEZFE Lz TOHKIZT ANV ARHE, BEREZHETHY, Z0% IFEAE
BHELIDEDTH o7z FHIREIL, 2 HEHOIUANZNENH CHUE & PR OB % [IRELZ 72
kL. TS OPUEMICT X 7 BRECHI DM FIVEDAFAE Uy FIRALAN OB G 2 LA SRR S 72T
Hbo INHOMFERIL, CRSWNP 12 H OISO WEMESRIED G- LTB Y. AEWESD & 5 FH IS
Lo THOREGSHE SN, FIEDOBEAL - BYHALICHFES LT L EELZRTHDTH %, A7
CRSWNP O#i7: 2R ERF & L C. HORIEEOREBT 75 £ TOHEAEE R L IREOF 72 72 B & iHw
RIS OREEICEHMRL ) A EELMATH L LEEZ ON S,

Molecular mimicry-driven autoimmunity in chronic rhinosinusitis with nasal polyps.
J Allergy Clin Immunol. 2025 : 155 (5) : 1521-35.

@)
o
@,
0Q
=)
QD
=
()
o
-
o
S
o




@)
o
@,
0Q
=)
QD
8
@
o
-
o
T
o

?ETEEE‘E 2 Designated Topic 2

MBEARFEI VY —LDERHTOTA IV AICLBEEDFHR/NA F 7 —
h—ER

Oty #r Kl A B/ &
ISR LA LA L BT R O

Galectin-10 in serum extracellular vesicles reflects asthma pathophysiology

(OHanako Yoshimura, Yoshito Takeda, Atsushi Kumanogoh
Kinki Central Hospital

<Hm>

ML e BB 2 R T /B MBI BT, FiliNA <~ —h— (BM) ORENFRZEOHRETH %,
IV —AE MR EA G EO5FE2NG L, MTEH - BR80T 2 mEwE E LTEH SRS
MRV TS B0 RIFFETIE, M7 VY — 20T 074 3 7 X556, BHL ML EOMBIML
PRI AT L 22 I 9 BM O BRFS (2 Pkl L 72

<FHERE>

Data-independent acquisition (DIA) % H\WC. %, JEMFEEERVERG B GFERERVE MG S o I ik = >
VY=L 3032 D Y o8y BIAE L, & BT, MFRRERMENG B> BM ffl & LC 23 MM & [ L.
ISAT 2 AEHTTIEINS DY 237 FEDMFERIRMERIE DR 2 O L7z, 512, 84 AD 5 % A HGiE2
A — b % T ERERERG B O BM 248 0 A&, Galectin-10 % & T 5 Fi¥H % {F MEERERG S O Fr Bl BM 12 [H]
L7 HRIC 7 v v — A Galectin-10 13 Wi BEZ BT EEAN R\ 7215 T/ < PAZEMZ LR KB ke & DAHB
DM ERERE L ) bBES Z EAVRE N7z, BEREN SIS BB A B3 A I IRERIERI % (ECRS) 122
W, [AEDORES %I Z 720 Non-ECRS 2% 6 %, ECRS B 7 ZIZOWTC L7 VY — A L BRY) —
THIKE O DIA 47\, ECRS OFH BM # T 27 VY — 4705 29 FifH, k25 88 MMM E L7z, &
N blF, Galectin-10 & EPO &, =27 VYV — A LHIFRICBITAH &7 VX7 I A ELMHBEAA S I, liquid
biopsy & L COHFMAMEAVRE S Nz, & 51T, IFiREKHR =27 v v — A ® Galectin-10 (X, in vitro (28T
% eosinophil extracellular trapped cell death &7 v £ IZBWTHINZ 79D 57217 T% { . ECRS &%
BT AT 7T E BB L2 &5, liquid biopsy & L TOHHEDMEE S iz,

<HHE>

MEL7 VY —AOERFTaT4 37 ALY, RN S OF B BM % 5 MR & L7z, &) bit,
T2V — A Galectin-10 1%, Wi ICB TS T—IV KA Y ¥ — FTHLHIUMAPIFREER X ) b Wi EHRRE & ii
WAHBE 2 58 IFERERVERI AP RICB W TH ZOHHEAVR SNz KD T 7V —I12X D, IiiFED
ORI CIEME L 2 2o Z2IRBRHOR L 525 5 VX0 2 BE L TCERT A LD iEE D, &
DICAT 7a—F % GH L, 4 OBMEIIEEESCERICBIT 5, IO 7 T A8 ) ¥ 7RG
Bl A HIE L 72w,

Galectin-10 in serum extracellular vesicles reflects asthma pathophysiology.
J Allergy Clin Immunol. 2024 ; 153 (5) : 1268-81.
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RIEMREPIEHRISERMEROMIRZRET

OB 4
VBRI RS2 R AR R R SRR BB - MRAR RS TS AR
PRKIH R 52 B 22 AR PR 2 72 B S AR - DRSS AR A2 3l 1

Aggregated eosinophils and neutrophils characterize the properties of mucus in
chronic rhinosinusitis.

OYui Miyabe'”
YDepartment of General Internal Medicine and Clinical Laboratory Medicine, Akita University Graduate School of
Medicine,

“Department of Otorhinolaryngology Head and Neck Surgery, Akita University Graduate School of Medicine

I PEER R 51 %% (Eosinophilic chronic rhinosinusitis ; ECRS) %1% L& & 3 A F B E A ER B TA D
N DR, RS EBOE 2L CTMEICCRMEZ 2T 54 L, FhERIERIECTE U LB &1k
ELRLZMEEAET 5. HFREREREOKENEE L, RREEPLCRERELA L, B3 QOL DK TX
IR BN DD 5. Lo LHFRRERIERSR O FE/ 2 TR ] & 2T EDE {, BRI iGH
IHENL L TV,

VLAE, IHFERER R I ER 23Rk 7 A8 (Extracellular trap cell death ; ETosis) % 41 L TH#% DNA Hizko >
0~ F U HEREEY) (Extracellular traps ; ETs) #3252 & ME SN TEY), 2 OWEIREOWE
ZALIZH 53 2 W REMAVRIR S TV 5. RIFZETIE, SGBREOVEE A RAEMIL OB D (IFEEER
vs IFHER) ICHIR S 2 L E 2, WA - 5 FEFR - B FEE VT, ECRS B & OJERFERER 112
PEREI S % (non-ECRS) HBE ORI SIS & OV NSRRI BE Rk Bk (Fmesk, 1FrhEk) oMEE % 39
L7.

#i%k, ECRS BEA I non-ECRS BEMHRICHARTHREIZ CT fH - Atk - BUKYE - 2R E =A% <, K
R OUFERERIF AR 1R E (galectin-10 3 X OEDN) & IEOMBZR L7722 &2 5, MNP ERERE )
KPR ICBE S 2 &2 bz, 512 MFRRER/IFHHERIC ETosis 2 #3858 L TR L 7 Mg 4L i,
Z NN ECRS/non-ECRS BEMM L kO E 2 A L, MIEZDd O HEEE 2 O 5 2 LA9R
SN, BT X A BT MRER K ETs 134FhERH K ETs X ) EEIK  BICEE LMk %
AL, Z OGBSI ERERYE 2 F » Ot ERICHS$ 5 LA 5N & SITHIOWTEZELE H iKY
& LCETs 25 #$ 2 HAMHOME %175 72. ETs OARKTH % DNA 2 %#$ % DNase & 7 B<F
MiAE % iR S HEH 2 AT 5~ Y &R T % 2 LT, DNase I & % ETs O @xy=ea50) L L, 4
KBRS X Y ECRS BEREORGE - BUKMEIZW TR AR L7z,

PLEo#E R X 0 i EEEk sk ETs YA EREOWIEICES LTB Y, ToEzElmE 452 & TRk 2
V7T Y ADUENG O N L W REMEDR Sz, AR AT R ERVERG R O ICB D B X A = X 4
ZRHLWTETH S 2 LTB Y MFERERIE JE O 9 BB FLAF & R ER 23 128 2 BLIG G 2 375 B
DT, BRMWICS BEEZMALZRMETHLER 5.

Aggregated eosinophils and neutrophils characterize the properties of mucus in chronic rhinosinusitis.
J Allergy Clin Immunol. 2024 ; 153 (5) : 1306-18.
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BADORRE 7NV NWVFAA RN TFIVEN LU TRIEH ILC2 2ZE{E &
THEZOT7 LI X —MKREREDOELZ5IZECTY

OFife i
VRN R R BE e AR e BEnT W as N RH A8 2 X 1 Y SRR

Maternal asthma alters fetal lung ILC2s via glucocorticoid signaling, leading to
exacerbated allergic airway inflammation in offspring

OTomoaki Takao"”
"Division of Respiratory Medicine, Department of Medicine, Graduate School of Medical Sciences, Kyushu University,

“Benaroya Research Institute at Virginia Mason

[H1Y]

R OBREERASHA RO EIIEY A7 2 Hd 5 2 LALLM TWAE D, FOo i+
SN TRV, BEZREDT LIVXF—E&AETIE, 2 BIHKY) 38k (ILC2) A5y sEl % 40 5
EDHONT WD, RWFZETIL, MR O BRRG B2 N ILC2 1252 38 L . st AE# OB
JEWCED X ICHEG T A20EWHLNITAZEEHNE L.

(5]

M~ 2% ) VEERRER (PBS) /2034 R 773 v (OVA) TREMER. HERIC PBS 721X OVA
RS L ChHEEFR L. WAL~ Z3ANIZ PBS 72134 =3 (HDM) Z24#%5- L. #
W B X O AR O fiti 2 FRI L TN L 720 fRFTICIE 70— 4 P X MY — YU 7 U RNA v —4 v X,
YTV ATAC V=7 v A Hwiz,

[ 3]

Wi @2 A3 57 ZAOFTld, HDM #5102 & ) 5GBE SEAEGR L, &FEREkE X OV ILC2 o8N % 89
720 MEWRHE ILC2 Ti, WM b /v aanF a4 N 7P VEEEETORB LA 28072, /2. 70
<XF T 7w AMOEACDHERR E N, FO—IBIEBARI F TR L7z 2 51T, iRF o7 vaanvFaAs
FEEFEIC X D IR JEAG ILC2 IS o2 briFE s i, HAEBRO KIESHE L 72,

(e

FEHAIGEUCAE S Z v aa v F a4 B EFIEEM ILC2 o5& L B2 Zb &, HAEBO T LIV F—1k
KB SRIE R BAL S 5 2 LAVRE S 7o RIFZEIE. IR Ol QAT B X VA b L B2 T O i ASHE
TFHIICEETH D Z L2 REFNIIEMFITEIDTH S,

N
7
Z
%

Maternal asthma imprints fetal lung ILC2Zs via glucocorticoid signaling leading to worsened allergic airway
inflammation in murine adult offspring.
Nat Commun. 2025 ; 16 (1) : 631
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FAEMKEREBICH T 2FERPIISHEBHR & HEE. RE. fhigte & ORE

OHE  EAWY, A AT, SPIE SEY
VSRR R, KIS SR - 7 LV — B

Sputum short-chain fatty acids, microbiome, inflammation, and mucus plugging in
obstructive airway disease

(ONaoya Tanabe", Hisako Matsumoto”, Toyohiro Hirai"
UDepartment of Respiratory Medicine, Kyoto University,

“Department of Respiratory Medicine & Allergology Kindai University Faculty of Medicine

Wt HIY EIRIEEE (SCFA) (IR NMIRNIC X o TREdE S, BFERERTE 20E % B $ % — 5 Chfrh kM
RIEX AT 2 TREMEDSH B0 LA L 2 BUSAE DA 70 PHIEME SGE R BIC BT 5 KN SCFA ORI i
HEN TV RIFFE T, RO SCFA #REE & AR 7 & O3 OMXHFAE =, 5P ER - IFERER
¥. CT Lok A a7 & oMz Hat Lz,

Ji ik W e A GHIR  £F 9) Wi e, COPD. Wi )8-COPD #—/N—5 v 7 (ACO) D% e EEH SR &
B CT % Hil & (U L7zo Wb o n-figiR, BERR. 7'0 ¥4 Y RRIREE, 16SrRNA ¥ —74 » 212 X B4
WAL, SHEMINE S, CT R5iAe A 3 7 & AT L 72,

M ACO % TR E 3% 2 BUSSRE DB 720 PHIEVESGE R I, 46 B % ff AT L 72 WEHeh o SCFA i BE il
& . Bacteroidetes M O AR 7 1E = F i, Proteobacteria MO AR A AE =ALMEABE L L 720 BEfEIN 2 9 A& 1)
YL, K SCFA IR & BRRAE A o 7 24 & § 2 EEIFRRERIERE (7 9 2 ¥ — 3) 2%Ee Sz,
HEERE O 2 TIRAEIN 2 CUFPERISED AR T % 28 (M SCFA D2 5 A% —1 L{KSCFA D7 A% —
2) Tl KEEERIR EE DS A 3 7 L RIS L7zs 7 9 A % — 1 Tl Bacteroidetes ' OHMIxH 7 &
2 < SCFA 3P ERIIEICBE G- L T B Z EAURR S N7z 7 T A ¥ — 2 Tl SCFA iR & Bacteroi-
detes PADMEAECTH - 72A%, UFrh BRI SE I3 AL T, Proteobacteria P~ &2 A3T Fh BRI 25E % #iFF L C
WA HREMEDE 2 STz WFBRERENL. D 2 5 A % — 3 TIZ4T® SCFA MMl T, ik 2 a7 >3 oEl4
DD E Do 72,

Hiam SOEJRPTO SCFA MBI XGEMR % & %HICBE L. ACO R BT 2 Wi i B % 5 2.
LU H B0 TNODOMESEHOBRIE, 2 BUEA PN AER B OEIICB VT, SCFA RHMlH#% %
Ry & L 72 TR ORISR HF S L) bo

Sputum short-chain fatty acids, microbiome, inflammation, and mucus plugging in obstructive airway dis-

ease.
J Allergy Clin Immunol. 2025 ; 155 (5) : 1675-80.
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FIACKNUZBEZ A= ZO OPTNAEYA 7 77 —ADIR

OWl  —%, R, K KB % Fd, Bl FER

AL R BURCEELEE, RIRE—ER, SEEF ER U fdb. dF —A
JIET ek

RIS SER R B S T SR T R PR3

Compartmentalized mitochondrial ferroptosis converges with optineurin-mediated
mitophagy

(OKazuhiro Yamada, Kentaro Ueno, Yuri Oshima, Masaya Tsutsumi, Takahiro Ueda,
Kaho Hirai, Erika Toyokura, Yuichiro Furukawa, Shigeki Kakuno, Tetsuya Watanabe,
Kazuhisa Asai, Tomoya Kawaguchi

Department of Respiratory Medicine, Graduate School of Medicine, Osaka Metropolitan University

2012 A BIBALIE R IC L o TB AWM A D Z AL D 7 20 F— ¥ AWFR & n7=5% 2017 4
Kagan 5137280 b= 2% & 2T HBALREO O L DIRE EKOY YIRE (PE) IZHALTWAET
TX RN UVBOBBILICL S 2 L 2HE L7z, ZELMBOREIIBNT, ILI33EELY A b A A 2 Th
%o IL-13 1 350E FEMIIEIZ 15-) R¥ 7+ —+¥ 1 (15L01) ZiFE L., W7 9% F U BABRL3¥ 5%,
2017 4F Wenzel 513 15L01 2554 7827 8 PEBP1 L &K ZEE L, ) VIRETOT7 5% F V%2 #
1t (I5HpETE-PE) &, 7 =0 b =Y A LIFEN B MBIED Y 7 F NV & e b 2 & %34k L7z, — 5. PEBP1
A =177V =DF—=5TTHsHLCI EMHEL. A — b7 7 V—HIICG L T 5,2020 4 Zhao 5 i
15L01 % PEBP1 & &A% $ 5 2 & T, LC3 A5 PEBP1 2SI NG R, +— 7 7 ¥V —oFhiE
SN, 720 b=V AR EINSE I EER L7z LA L2 HBERIEASHEANO &M/ B384
LA =77 V=B Z 3 2 ORI TH - 720 B4 130 EEE OLE Mgk B v
TIPIYRYTDNADBAPLCwAHBZ Ry M, I ba Y FYTEIRWA -7 7Y — (4 b
7 7 V=) IZiEH LIFgE % #6720 Air-liquid interface TH;#E - /ML 726 MAGE A 2 TIL-13 THl#
L. 15LO1 I b v FY TICHEE LIEE AR L., I by N 74EICBT 5 LC3I &EHH <.
= 77TV EBI IR TORBELBEFHEBETCBEL, <A M7 7V —EETWSEZ
ERMER LTz T2 A4 F 7 7 TV — I3 OBBEAAFAET % 25, OPTN Z 4 L 72 PINK1/PARKIN #6753
5L TwaZ e RML, 720 b= 22l LTCWD I e 2R L. 720 b= 2A%2WHIT 5
ELIPavy R T LR T AT A2 ISR DA, ZD L) BRI T TIE. FOfE,
FERRAELIML, 721 b —2 ZAHEANC & Y BEBRFITEEE S M7z, Ex vivo f#FTIZ BT, 15L0
1 %8Bl L %1 Wi (FEV1% predicted) & ORICEDHBEDA LN, S 5ICHCEET 3BT E2 R M
OEES % HELAOHMEAR Lz, SNHOHIE2G, 15L01 - 728 =YX - XA b7 7 V=
RE MR OMERREALICES LTBY., 720 b— Y ANDH ADREREL, IARREOUE IO LD D
WREMEARIE S Tz

Compartmentalized mitochondrial ferroptosis converges with optineurin-mediated mitophagy to impact
airway epithelial cell phenotypes and asthma outcomes.
Nat Commun. 2024 ; 15 (1) : 5818.
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Activation and Plasticity of ILC2 Maintains Persistent Inflammation in
Chronic Airway Diseases

ORoma Sehmi
Department of Medicine, McMaster University, CANADA

Chronic airways diseases including asthma and COPD are complex diseases with a combined prevalence
of over half a billion people worldwide (350 million with asthma and 213 million with COPD), projected to
more than double by 2050. Those affected experience significant socio-economic and mental health impacts
and account for ~80% of associated healthcare costs. Asthma is largely treated with corticosteroids al-
though ~10% remain uncontrolled with significant treatment associated side effects. Recently licensed
anti-type 2 biologics have significantly improved disease control, although asthma exacerbations persist in
30-50% of patients. For COPD the only treatment in the last decade to show significant reductions in annu-
alized rates of moderate and severe exacerbations with improvements in lung function is the T2 biologic
Dupilumab which was effective ex-smokers with raised blood eosinophils. Understanding the mechanistic
orchestrators of chronic airway inflammation may unveil novel therapeutic targets with consequent im-
provement of personalized treatment of difficult to control and therapy-resistant patients.

Group 2 innate ILC2Zs are lineage-negative cells, lacking antigen recognition receptors that produce copi-
ous quantities of type 2 cytokines at mucosal interface tissues like the lung. In Rag-/- mice, ILC2s facilitate
eosinophilic inflammation in the absence of CD4+ T cells although a full repertoire of immune cells is re-
quired for a maximal inflammatory response. Detection of MHC-II expression with the capacity to activate
antigen-specific T cells indicates that by bridging innate and adaptive immune pathways, ILC2s can play a
fundamental role as drivers of eosinophilic airway inflammation in both atopic and non-atopic asthma. We
and others have reported that unlike CD4+ T cells, ILC2s are increased in number and activation levels (i.e.
IL-5+IL-13+ILC2) in induced sputum from severe asthma patients with uncontrolled eosinophilia
(>3%) despite high dose oral corticosteroid therapy. It is now known that ILC2 become steroid unrespon-
sive in the airways of severe asthma and the uncontrolled activation of these cells forms a feedforward loop
driving persistent and uncontrolled airway eosinophilia and mucus hypersecretion. While alarmin cytoki-
nes support steroid insensitivity of ILC2, recent reports show that the TNF-super family of cytokines,
TL1A produced by macrophages and epithelial cells enhance ILC2 steroid insensitivity together with
TSLP. TL1A is markedly increased in severe asthma with a distinct airway autoimmune signature. Specifi-
cally, autoantibodies directed to granulocyte-derived granule proteins trigger TL1A production by macro-
phages which in turn activate T2 cytokine production by ILC2. The neuropeptide mediator produced by
sensory neurons, neuromedin-U simulates a similar response indicating that the interplay of several tissue
specific cues can instruct ILCZ2 driven inflammatory responses.

While distinct subsets of ILCs have been described, distinguished by the lineage specific transcription
factors and cytokines secreted, there is a growing body of evidence indicating a fluid trans-differentiation
between these sub-groups. In severe asthma, we identified an intermediate phenotype that expressed both
ILC2- and ILC3- like features. This phenotype was most prevalent in severe asthma with a mixed granulo-
cytic airway inflammatory profile, (both eosinophilia and neutrophilia) and was associated with increased
inflammasome-related cytokines, IL-1beta and IL-18. ILC2 trans-differentiated into this intermediate pheno-
type when co-cultured with these cytokines, in vitro. Thus, in severe eosinophilic asthma with increased
airway ILC2s, changing tissue-derived cues in response to unique environmental triggers may instruct
plastic trans-differentiation of these cells and determine the resultant airway inflammatory profile. Control-
ling excessive airway ILC2s may reduce the severity of exacerbation events.

In COPD, ILC populations have been characterized in human lung biopsies, sputum and blood, reporting
increased prevalence of ILC1 in severe disease. However, characterization of ILCs in COPD with differen-
tial airway inflammatory profiles remains to be reported and preliminary data will be discussed.
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Aspirin-Exacerbated Respiratory Disease (AERD) : From Clinical Puzzle
to Mechanistic Clarity

(OTanya Maria Laidlaw
Division of Allergy and Clinical Immunology, Brigham and Women'’s Hospital, USA

AERD is a distinct adult-onset inflammatory disorder characterized by the triad of asthma, chronic rhi-
nosinusitis with nasal polyposis (CRSwWNP), and hypersensitivity reactions to COX-1 inhibitors such as aspi-
rin and NSAIDs. Affecting up to 25% of adults with asthma and nasal polyps, AERD presents with severe
sinus disease, anosmia, and frequent polyp recurrence, often requiring multiple surgeries. Despite its
prevalence, AERD remains underdiagnosed due to its complex presentation and lack of awareness.

This presentation outlines clinical insights from over 2,500 patients evaluated at the Brigham and
Women’s Hospital AERD Center. It highlights the stereotyped disease progression, common phenotypes,
and the current understanding of the immunologic causes of the disease.

Mechanistically, AERD is driven by type 2 inflammation, with elevated eosinophils and leukotrienes pre-
sent in most patients. Leukotriene-modifying agents, particularly zileuton, demonstrate superior efficacy in
AERD compared to aspirin-tolerant asthma, significantly improving lung function and mitigating NSAID-
induced reactions. However, eosinophil-targeted therapies like mepolizumab show limited impact on upper
airway symptoms and polyp burden, suggesting a more complex inflammatory network.

Recent advances in biologic therapies, especially dupilumab (anti-IL-4R a ), have shown promising results
in both upper and lower airway symptom control. Dupilumab rapidly improves FEV;, nasal congestion, and
sense of smell, with sustained reductions in polyp scores. Pilot studies suggest its mechanism may involve
restoration of epithelial barrier integrity and modulation of mast cell activity, rather than direct eosinophil
suppression.

Emerging research also explores the role of diet and alcohol sensitivity in AERD. Dietary interventions
reducing omega-6 fatty acid intake and increasing omega-3s have been associated with decreased leukot-
riene production and symptom improvement. Additionally, a subset of AERD patients experience respira-
tory reactions to alcohol, potentially linked to altered prostaglandin and leukotriene pathways, with dupi-
lumab offering therapeutic benefit.

This presentation emphasizes the importance of recognizing AERD through targeted history-taking,
specifically regarding nasal polyps, anosmia, NSAID intolerance, and alcohol reactions. It advocates for a
personalized treatment approach incorporating aspirin desensitization, leukotriene modifiers, and biologics,
while acknowledging the evolving understanding of AERD’s immunopathogenesis. The role of mast cells,
epithelial dysfunction, and IL-4/IL-13 signaling are highlighted as key drivers of disease, with eosinophils
playing a less central role than previously thought.

By integrating clinical experience with mechanistic insights, this talk aims to enhance diagnostic accu-
racy and optimize therapeutic strategies for AERD, ultimately improving patient outcomes in this chal-
lenging and underappreciated disease.
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The importance of eosinophilic inflammation in eosinophilic granulomatosis with
polyangiitis (EGPA) and the latest treatments

OYosuke Kamide
Clinical Research Center for Allergy and Rheumatology, NHO Sagamihara National Hospital
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Pathogenesis and Therapeutic Strategies of EGPA — Eosinophilic
Inflammation and Beyond —

OFH
IR K D A RN 2 P

OJun Miyata

Division of Pulmonary Medicine, Department of Medicine, Keio University School of Medicine

Eosinophilic granulomatosis with polyangiitis (EGPA) is a rare vasculitis characterized by asthma,
eosinophilia, and necrotizing inflammation of small- to medium-sized vessels. In addition to airway disease
such as asthma and chronic rhinosinusitis, patients may develop peripheral neuropathy, skin lesions, and
cardiovascular involvement. Pathogenesis involves eosinophil-mediated tissue injury, autoimmune mecha-
nisms, and multiple inflammatory pathways. Standard treatment relies on systemic glucocorticoids, with
immunosuppressants added for severe organ involvement. More recently, anti-IL-5/IL-5 receptor therapies
(mepolizumab, benralizumab) have been used in remission maintenance, reducing relapse rates, corti-
costeroid dependence. While type 2 inflammation predominates, type 1 (IFN-y, Thl) and type 3 (IL-17,
Th17) inflammation are recognized, contributing to clinical and therapeutic heterogeneity. Eosinophils play
a central pathogenic role through inflammatory mediator release, granule protein cytotoxicity, and extra-
cellular trap formation. Our work has shown that eosinophil activation is modulated by various factors.
This seminar will outline the clinical features, current management, and anti-IL-5/IL-5 receptor therapies
in EGPA, with a focus on inflammatory mechanisms and eosinophil regulation.
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Targeting Severe Asthma : Pathogenesis and the Role of Mepolizumab
(OYoon-Seok Chang

Professor, Division of Allergy and Clinical Immunology, Seoul National University Bundang Hospital,

Seoul National University (Republic of Korea)

Severe asthma is a complex and heterogeneous condition characterized by persistent airway inflamma-
tion, frequent exacerbations, and impaired lung function despite maximal conventional therapy. Severe
asthma could be classified as IgE mediated, eosinophilic, T2, or non-T2 type based on the available biomark-
ers. Eosinophilic inflammation, largely driven by interleukin-5 (IL-5), plays a central role in the pathogene-
sis, promoting airway hyperresponsiveness and remodeling, especially in severe eosinophilic asthma. Me-
polizumab, a humanized monoclonal antibody targeting IL-5, has emerged as a precision biologic therapy
for severe eosinophilic asthma. By selectively inhibiting IL-5 signaling, mepolizumab reduces eosinophil re-
cruitment and survival, leading to improved asthma control, fewer exacerbations, and decreased oral corti-
costeroid dependency. This presentation will review the immunopathologic mechanisms underlying severe
asthma, highlight the clinical evidence supporting mepolizumab therapy, and discuss its role in advancing
personalized treatment strategies for patients with severe eosinophilic asthma.

Keywords : Severe asthma, Eosinophils, IL-5, Mepolizumab, Biologic therapy, Precision medicine
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Discovery of Biomarkers based on Multi-Omics analysis in Asthma
(OTae-Bum Kim

Asan Medical Center, University of Ulsan College of Medicine, Seoul, Korea

Severe asthma continues to represent an important clinical unmet need despite the recent introduction
of biologic agents. Although advanced omics technologies have aided researchers to find clinically relevant
molecular pathways, there is lack of integrated omics approach in severe asthma particularly in terms of
its evolution over time. The collaborative Korea-UK research project, Precision Medicine Intervention in
Severe Asthma (PRISM), was launched in 2020 with the aim of identifying molecular phenotypes of severe
asthma by analyzing multi-omics data encompassing genomics, epigenomics, transcriptomics, proteomics,
metagenomics, and metabolomics. PRISM study is a prospective, observational, and multicenter study com-
posed of patients with severe asthma attending severe asthma clinics in Korea and UK. Demographic data,
inflammatory phenotype, medication, lung function, and control status of asthma will be collected in addi-
tion to biological samples (blood, sputum, urine, nasal epithelial cells, and exhaled breath condensate) for
omics analyses.

By analyzing these data, we will identify the molecular pathways that drives lung function, asthma con-
trol status, acute exacerbations as well as the requirement for daily oral corticosteroids and that are in-
volved in the therapeutic response to biological therapy. PRISM will establish a large multi-omics dataset of
severe asthma that should identify potential key pathophysiological pathways of severe asthma and should
lead towards novel therapies.

Acknowledgement

This research was supported by a grant of the Korea Health Technology R&D Project through the Ko-
rea Health Industry Development Institute (KHIDI), funded by the Ministry of Health & Welfare, Republic
of Korea (grant number : RS-2024-00403700).
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Anti-TSLP in severe asthma : from asthma control towards clinical
remission

OGuy Brusselle
Ghent University Hospital Department of Respiratory Medicine

Severe asthma is characterized by persistent symptoms and recurrent exacerbations despite optimal
therapy with inhaled corticosteroids (ICS)+LABA. Environmental exposures to allergens, pollutants, bac-
teria, viruses and other triggers induce the release of epithelial-derived cytokines (ie.thymic stromal lym-
phopoietin [TSLP] and interleukin-33 [IL-33]), amplifying airway inflammation and eliciting acute asthma
attacks.

Frequent courses of oral corticosteroids (OCS) lead to many complications, including obesity, diabetes,
gastro-esophageal reflux disease (GERD), hypertension, sleep apnea, skeletal muscle weakness, osteoporo-
sis, and increased risk of respiratory infections. While OCS remain essential for the rapid control of severe
exacerbations, several of these OCS-induced complications are well-known risk factors for future asthma
attacks, implicating a vicious circle of OCS use and exacerbations. Another comorbidity frequently associ-
ated with severe asthma in adulthood is chronic rhinosinusitis with nasal polyposis (CRSwNP), which ag-
gravates asthma symptoms and predicts response to add-on treatment with biologics. Therefore, clinical
remission of asthma is defined as long-term well-controlled asthma without use of OCS (no maintenance
use of OCS nor courses of OCS).

Biologic therapies that target epithelial cytokines such as thymic stromal lymphopoietin (TSLP), includ-
ing agents like tezepelumab, are designed to modulate upstream type 2 inflammatory signaling in severe
asthma. These approaches aim to influence key pathophysiologic features—such as airway hyperrespon-
siveness, type 2-driven airway inflammation, mucus plugging, and biomarker activity (e.g. fractional ex-
haled nitric oxide, blood eosinophils, and immunoglobulin E)—thereby addressing disease mechanisms
rather than downstream symptoms. In clinical research settings, comparisons with placebo have been un-
dertaken to explore their potential impact on asthma control and multidimensional endpoints, including
constructs related to remission.
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Charcot-Leyden Crystals as drivers of severe asthma and ABPA
(OBart N. Lambrecht

Director, VIB Center for Inflammation Research, Ghent University, Belgium

Spontaneous protein crystallization is a rare event in vivo, yet Charcot-Leyden crystals (CLC) consisting
of the protein galectin-10 (Gall0) are frequently observed in asthma mucus plugs in humans. Pseudo-CLCs
made up from other proteins (Ym1/Ym2) are frequently seen in murine asthma. It is unclear if they exacer-
bate type 2 inflammation or are just markers for disease activity. Release of Gall0 and extracellular crystal-
lization was associated with EEtosis of eosinophils in human primary eosinophils and patients with allergic
mucin, abundantly found in ABPA and severe asthma. We found that recombinant crystalline Gall0 was
completely biosimilar to in vivo obtained CLCs and induced innate airway inflammation, whereas a soluble
Gall0 engineered to resist crystallization was inert in the airways. When co-administered with harmless an-
tigens, only crystalline Gall0 stimulated adaptive immunity, Th2 sensitization, goblet cell metaplasia and
airway eosinophilia. Similar findings were seen with pseudo-CLCs in mice. In lung organoids of severe asth-
matics with ABPA, CLCs triggered mucus production and caused epithelial leakiness. Transgenic mice en-
gineered to overexpress human Gall0 (Galactic mice) had enhanced features of type 2 asthma including
mucus plugging and bronchial hyperreactivity. In vitro and in vivo, CLCs recruited neutrophils, which sub-
sequently underwent NETosis, which contributed to mucus plug formation by altering mucus rheology. To
probe for the drugability of this pathway, we generated a panel of antibodies. Antibodies directed against
key epitopes of the crystallization interface of Gall0 dissolved pre-existing CLC in patient-derived mucus
within hours, and reversed crystal driven inflammation, goblet cell metaplasia, IgE synthesis and bronchial
hyperreactivity in a humanized asthma model. Thus, Gall0 and CLC promote mucus formation and inflam-
mation in asthma and ABPA and can be targeted by crystal dissolving antibodies. Thus protein crystallisa-
tion seems to be a unique feature of type 2 immune responses, acting to enforce type 2 immune responses,
mucus plugging and neutrophil NETosis.
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TNFSF14 (LIGHT) drives airway hypersensitivity and airway remodeling in severe
asthma

(OHaruka Miki"”. Yuka Yoshiki”. Michael Croft”. Isao Matsumoto”

YDepartment of Rheumatology, Institute for Medicine, University of Tsukuba.

?La Jolla Institute for Immunology

Residual airway hyperresponsiveness (AHR) and airway remodeling are major causes of therapeutic re-
sistance in severe asthma. Although airway smooth muscle (ASM) is pivotal in these pathologies, the cy-
tokines regulating its function are poorly understood. Analysis of human scRNAseq data showed increased
LIGHT production by airway T cells in asthma patients. To investigate its role, we utilized mice with a
smooth muscle-specific deletion of the LIGHT receptor (LT SR).In a severe asthma model, these mice dis-
played reduced AHR and improved ASM proliferation. Mechanistically, LIGHT was found to directly con-
trol ASM function via the non-canonical NF x B pathway downstream of LT f R. Furthermore, we revealed
a paracrine mechanism : LIGHT-activated ASM stimulated the production of factors like FGF and CCLZ,
which subsequently promoted the migration and proliferation of surrounding fibroblasts, contributing to
peribronchial fibrotic remodeling.

Collectively, these findings demonstrate that the LIGHT-LT SR axis in ASM is a critical pathway that
drives severe asthma pathogenesis by directly regulating ASM function and promoting fibrotic crosstalk.
Targeting this axis represents a promising strategy for managing severe asthma.

IgE- and mast cell-dependent allergic responses are regulated by sphingolipid
binding to CD300 member molecules

OAyako Kaitani- Kumi Izawa. Risa Yamamoto. Tomoaki Ando. Akie Maehara.
Naoko Negishi. Nobuhiro Nakano. Ko Okumura. Jiro Kitaura
Atopy (Allergy) Research Center, Juntendo University Graduate School of Medicine

IgE- and mast cell-dependent allergic responses are suppressed by the CD300f-ceramide interaction.
Here, we examined the effect of Fc ¢ RI a -coupled CD300d3 on IgE- and mast cell-dependent anaphylaxis
and airway inflammation in mice. We identified sphingomyelin (SM) species as CD300d3 ligands, of which
certain types bound CD300f. Stimulation with SM recognized by CD300d3 but not by CD300f (herein re-
ferred as type I SM) promoted colocalization of SM-bound CD300d3 to the cross-linked high-affinity IgE re-
ceptor and enhanced IgE-dependent mast cell degranulation. The IgE-dependent anaphylactic responses
were consistently enhanced by type I SM. However, the same responses were attenuated by CD300d3 defi-
ciency, by interfering with the SM-CD300d3 interaction, or by treatment with vesicles containing ceramide
or SM recognized by both CD300d3 and CD300f (type II SM). In addition, we found that the loss of CD300
d3 or CD300f attenuated or enhanced IgE- and mast cell-dependent airway inflammation in mice. Overall,
mast cell- and IgE-dependent allergic responses in mice are regulated by the binding of specific sphingolip-
ids present in tissues to activating CD300d3 versus inhibitory CD300f.
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CDK4/6 promotes ILC2-associated pulmonary fibrosis in a murine severe asthma
model.

(OMasaya Matsuda”. Emi Ishizu”. Yuna Fujiwara”. Hayato Shimora”. Yuichiro Kaibori®.
Nobuyuki Yamagishi’» Osamu Kaminuma®. Takeshi Nabe"

PLaboratory of Immunopharmacology, Faculty of Pharmaceutical Sciences, Setsunan University.
?Laboratory of Analytics for Biomolecules, Faculty of Pharmaceutical Science, Setsunan University.

*Department of Disease Model, Research Institute of Radiation Biology and Medicine, Hiroshima University

Group 2 innate lymphoid cells (ILC2s) contribute to the development of severe asthma by producing
large amounts of type 2 cytokines. Although cell cycle regulators are known to control immune cell prolif-
eration, their role in ILC2-driven asthma pathogenesis remains unclear. Here, we identified the cyclin-
dependent kinase (CDK) 4/6-ILC2 axis as a previously unrecognized driver of airway remodeling in severe
asthma. Using an ovalbumin (OVA) -induced mouse model, we demonstrated that : (1) CDK4" and CDK
6" cells were elevated in the lungs ; (2) treatment with the CDK4/6 inhibitor palbociclib reduced both fi-
brosis and ILC2 expansion : (3) lung ILC2s showed increased expression of CDK4, CDK6, and profibrotic
factors such as fibroblast growth factor (FGF) 2 and collagen (COL) 4A2 : and (4) palbociclib significantly
inhibited ILC2 proliferation in vitro, at least in part by suppressing phosphorylation of a down-stream mole-
cule, retinoblastoma (Rb). These findings establish CDK4/6 as a novel molecular pathway regulating ILC2-
mediated airway remodeling and highlight its inhibition as a promising therapeutic approach for severe
asthma.

2-1
Low pH Suppresses Eosinophil Adhesion and ROS Release but May Contribute
to Eosinophil Peritonitis.

(OTakao Atsumi’. Takehito Kobayashi'”?. Kazuyuki Nakagome”. Tomoyuki Soma".
Makoto Nagata"

YSaitama Medical University. *Saitama Prefectural Cardiovascular and Respiratory Center

Rationale

Eosinophils contribute to tissue repair, as observed in airway remodeling in asthma, and may also cause
fibrosis. To clarify their role in peritoneal mesothelial tissue, we focused on eosinophilic peritonitis, a tran-
sient increase in dialysate eosinophils at the start of peritoneal dialysis, frequently reported with acidic di-
alysate. In a mouse model, we previously demonstrated that pH-adjusted saline induced eosinophil infiltra-
tion and peritoneal fibrosis. In this study, we investigated the direct effects of pH on eosinophils.
Methods

Eosinophils were isolated from peripheral blood of seven healthy individuals without allergic diseases.
Cell suspensions (1.0 x 10° cells/mL) were incubated with HBSS adjusted to pH 7.5, 6.5, or 5.0 ; IL-5 (100
pM) served as a positive control. After 30 min at 37 °C, cells were washed and reacted with OPD, and absor-
bance was measured at 492 nm. For ROS assays, suspensions were incubated with cytochrome ¢ and cul-
tured for 240 min, and absorbance was measured at 550 nm at 60-min intervals.
Results

Both adhesion rate and ROS release were significantly reduced at pH 5.0.
Conclusion

Low pH inhibited eosinophil adhesion and ROS release. These findings suggest that eosinophilic inflam-
mation in peritoneal tissue is unlikely to be driven solely by low pH.
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LFWETH D= aF » ORISR KITTHEBIIATH b % N REKERRICHGE 2 5 =aF >~
DOEBIZONWTHE L7,

[5iE] s AL b RS2 3L, =% 2 b5 ¥ KO histopaque % W CorBlE L 72 85k Ek 25, T CD16
YUk % v CHFBERER % 2378 L 726 Cell culture plate (ZIFEEEkE = aF v 2 Mz 4 ~ F 2 X— b+ L7z, EPO
Mg TS ML 2 Ml L7z, Positive control 121% GM-CSF # W72, [AEEDOSUTIBWT=aF T
IFREk 2 R UG R e E 2 F b 7 0 — A CRInEE e Uize 1 PERE % i 2R BRI 7o ik i %
[HJX L ELISA kit © EDN % % 2 L 72,

[#58] = 27 »13 100mM K 0O 300mM T, HIABUG & g U T, IFMRER DS KOS 2 A E IR L7z i
VMR D e D A B3R L 720 EDN IZBWTIE 10mM 2 5 A 2 U OB i A338 517z,

[t R ] s A RRS M OB RER 2 W 72 MG T = a F v ORIl X 0 IF R ER 3245 BOG R T P M 35 2R
EDN Ot 2sdiig s s 2 L 2 /Rl L7z =2 F VIR T 7 2 7 ¥ —BBEDTTH#Z ML TT LV F—
RO RIERREI B2 T WTREVED D 5 6

& B #HY 1 bhHA > (IL-3/IL-5/GM-CSF) (Z & 2 1FEEEkFIENCREd 2 %5
Ol Bu=" B M0 AR WS BTV R KR N,
K BRI BT fiak HYLIEAR WE MM RE. fk HE
VB HE SRR R A PR A SR N P AR IR R R AN (RYRE - Ik #R)

[Hi) 5@ g 8914 b H 4 > (IL-3/IL-5/GM-CSF) I3 BEEk D534t A7, EMEALICEE 2% E 2 H - T
WBDS, TOVEH O - FE S L FIEERE IS ST v e,

(] 3@ p S A A A 2 ToREIMD L <1 72 RS L 720 R ERICD W T, RNA-seq. 7H T 4 —
LENT. qRT-PCR. 70 —H4 b X bV —I2 X %3¢l 2 920 L 7-.

[R5R] 36 B SHY A DA A THEESINLEMET - HRABRBOZLTIRILER T AL E Sz, h
T IL-3 O b WA 2 32072, I L AT O— VANRRKICHES T 520 TORE EARmL <
feRansz. 184 % —7x0> PGE,* LF /A VB ZVaaNFaf FOY 7 FIVICEET 545
FORJPEE L TET LTz, ThHORTFORLEIE, Jb#l g 894 M A A VI X o TRZ U1k
RO RIEVEZAL & AAFREI T B IHIE 2R L7z,

iaw] el g SHY A M A A4 Y BEWAHEIICHF BRSO R ICH 535 L L b1, RRERIET
2 PIHIBEHE OBl E b FFE S 5 W REEAVRIZ S 7z,
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T - H] 7 LV F—PEE RS S (AFRS) (3RS IEICB ) 2 B O @5 & W 2 i BRI SIE
R E T HHEBTDH 5o RIBENICHEO BT ONE 25580 55 05, WEMPIEATE ST, 4F
IRERHass b5 v 7 (EETs) OG- 3 ARHTH S, 2T, AFRS OIFREIZ EETs 5 L Twb vy
IR % Bead L7z

(7] FEUFmEERVERI S %% (non-ECRS). AFEEERMEREI S e % (ECRS). AFRS OFE| SR % 5 B L
TFaFF 37 AT 247V, R Z B L2 $ 72 AFRSIS SEB O BAR CREE - Kl 126k LTk
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L7z,

(K] 7u 74 3 7 ZA@EFTCld. EETs DFER S TH DL A by iz r o~ F v ofEeefticilb b
) U A=t A b)) OFEAEAS AFRS THEIMWICHERE S N7z, Rt TlE. 18 FEBI 3R T THRIEE £ 72130k
2B\ T CitH3 Btk Td - 72, CitH3 B MR IZM R O /MINIZ % < Rl ClE B TIcHEdh L Tiig s,
HE 4¢tt & ORFHA 5 Z DT & A SRR TH - 720

[#550] AFRS DR & MMRIC B S 2 EETs OFAEDTRED H L, WBIEKIZHG L TWw5b 2 LAVRIE Iz,

Analyses of group 2 innate lymphoid cells in sputum from patients with non-
asthmatic eosinophilic bronchitis and allergic asthma

(OTakahiro Matsuyama'”. Yoshihisa Tokunaga®’. Xiaotian Ju”s. Nermin Diab®.

Danica Brister”. Mustafaa Wahab”. Elena Kum?. Kieran Killian”. Jaclyn Smith”.

Gail Gauvreau”s Hiromasa Inoue”. Paul O'Byrne”. Imran Satia’» Roma Sehmi”

"Department of Pulmonary Medicine, Graduate School of Medical & Dental Sciences, Kagoshima University, Kagoshima, Japan.
“Division of Respirology, Department of Medicine, McMaster University, Hamilton, ON, Canada.

*Division of Respirology, Neurology, and Rheumatology, Department of Medicine, Kurume University School of Medicine, Kurume, Fukuoka, Japan.

"Division of Infection, Immunity and Respiratory Medicine, Manchester University, Manchester, UK

Background : Some chronic cough patients (30%) exhibit airway eosinophilia associated with asthma or non-
asthmatic eosinophilic bronchitis (NAEB). A study showed that group 2 innate lymphoid cells (ILC2) are in-
creased in sputum from NAEB and correlate with airway eosinophilia. We reported that the neuropeptide,
Neuromedin-U (NMU) mediates rapid activation of airway ILC2 in asthma via the cognate receptor, NMURIL.
Objective : To enumerate and perform phenotyping of airway ILCZ2 in asthma and NAEB patients.

Methods : Chronic cough patients with sputum eosinophilia >2% were recruited and grouped as NAEB (n=
12) or asthma (n=17) based on methacholine PC20. Total, intracellular cytokine and neuropeptide receptor ex-
pression in sputum ILC2 were enumerated by flow cytometry. Airway levels of cytokines and NMU were
measured by ELISA. Ex-vivo-purified and expanded blood ILC2 was used for functional assays.

Results : Total NMUR1" and IL-10" ILC2 in sputum were significantly increased in NAEB versus asthma de-
spite comparable airway eosinophilia. NAEB exhibited higher airway TSLP levels than asthma. In purified
blood ILC2, co-culture with NMU, IL-33 or TSLP significantly increased intracellular IL-10 expression, in vitro.
Conclusions : IL-10" ILC2 may contribute to an altered phenotype of eosinophils within the airways of NAEB
via NMU and TSLP.
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[751] 2018~23 41 D[ 44 FEHRAR BRI HAE 7 — # NX— 2 (NDB) +—7 v F—% ZHw, 6%k -

65 i LA b O S R S AR IR AR AN 10 J3 AN2472 0 RS L, b & AR L & AT L
720

[F55] 2023 4E DR M HUT 6 AR 8,769 14+, 65 LA L 2284 1 10 73 A 2472 0 IXNEIZ 159.0 . 65 T
EEAEEAMRA . 6 FESRIG T 2 0, 65 ik LL LT 3 AT 2022 4E A 5 2 AR O T, MIEET 2020 4E 12 KR
2018—2023 4T 6 %Ki 8.7% % (174.2—159.0). 65 mll Lt 414% 3% (11.0—65) TdH - 720

[FEam] AR 2 OWEHICIZBEE R IS A2H ) . a0 I ) —IFRAD 2 Z /8 L T T 2 7R
L7zo AWMFBIZHELT & 65U LETORERITMDTH HWHEMEDTE Vo BHE 2 1200 D AR % THib)
BBRHSIENBICEEIN20MICE EFE 25, MKED 5L IEE Vv, FIERRM - BEHF O
HI A2 2 H R DI O ELEN & 722 0 155 0 & W AZCE $EALRH] o B, ko JiE L
&), WABEDETANERERETH D,

Machine Learning-Based Approach to Pediatric Asthma Diagnosis Using
Pulmonary Function Testing

OTomoyuki Arima”. Yasunori Sato”s Chizu Habukawa®. Takanori Imai”. Mizuho Nagao"-
Takao Fujisawa"

Y Allergy Center, NHO Mie National Hospital. ?Department of Biostatics, Keio University School of Medicine.
“Department of Pediatric Allergy, NHO Minami-Wakayama Medical Center.

“Department of Pediatrics, Showa Medical University

Background :

Pediatric guidelines (JPGL, GINA) do not use spirometry as a standalone diagnostic test ; normal FEV1 cannot
exclude asthma. We tested whether Machine Learning on several spirometric indices and demographics improves
diagnosis.

Methods :

Children were labeled asthma/non-asthma by using ISAAC questioner, physician diagnosis, and medication use.
Features were seven percent-predicted spirometric indices (%FVC, %FEVI1, FEV1%, %PEF, %MMF, % V50,
9%V25) plus age, sex, height, weight. Data were split 60 : 20 : 20. Four learners (XG Boost, Light GBM, Random For-
est, SVM) were trained with nested CV and stacked via an elastic-net logistic meta-learner to maximize ROC-AUC.
Model behavior was examined by ALE and SHAP.

Results :

1318 children were analyzed (asthma 482 : non-asthma 836). Mean ROC-AUC was 0.851 +/- 0.028. At cutoff 0.44,
sensitivity 0.77 and specificity 0.80. ALE showed %PEF and %MMEF increased, FEV1%, % V50, and %FVC de-
creased, and % V25 was nonmonotonic. SHAP ranked PEF highest, indicating early expiratory flow as a key signal.
Conclusions :

This machine learning model demonstrated high diagnostic accuracy for pediatric asthma based on spirometry
and holds promise as an objective clinical decision support tool.
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Effect of age on differences in airway hyperresponsiveness between T2-high and
T2-low asthma

OMichiyoshi Imaoka

Department of internal medicine, Matsuyama Kinen Hospital

Background : Asthma is an important cause of morbidity and mortality in the elderly.

Methods : We examined the effect of age on differences in airway hyperresponsiveness between T2-high
and T2-low asthma.The subjects comprised 369 steroid-naive Japanese adults [139 men and 230 women,
median (range) age 56 (20-92) years] with asthma. T2-high inflammation was defined when at least one
of the following conditions occurred : peripheral blood eosinophil counts > 300 cells/uL, fractional exhaled
nitric oxide levels >30 ppb, or positive IgE sensitization to aeroallergens ; T2-low inflammation was de-
fined by the absence of all these conditions. We used the values of Dmin measured by a continuous meth-
acholine inhalation method (Astograph) as an index of AHR. We retrospectively compared Dmin values be-
tween T2-high and T2-low patients separately for the elderly (age > 65 years) and the non-elderly (age
< 65 years).

Results : In 115 elderly, there was no significant difference in Dmin values between T2-high 83 and T2-low
32 patients (2.79+2.85 and 2.96 £ 342 U, respectively : P=0.79) : in 254 non-elderly, T2-high 181 patients
compared with T2-low 73 patients had significantly lower Dmin values (2.78 =2.84 versus 401 =3.31 U, re-
spectively ; P=0.003).

Conclusions : Our results suggest that T2-high asthma is more associated with increased AHR than T2-
low asthma in the non-elderly but not in the elderly.

T2-low i R D Sk L EESF SR FDI&ET

OFARRET2 @Il B e K& M B A1 k%, Rl w2
PN

VI ROREIESRIPIR - 7 LV F =, Y EA BB B, B BB B,
VBT R Y S v, T

[Hr9] Wi HoEBAEIE T2-high, low ICKHE N, ZOREZBEBEIRICBVWTEETH 5, AWF5IE T2-
low Wi DL Kl L BBEEGSHF 2SN T A L2 HME Lz, [7EE] &M%t R NHOM-Asthma
e 7 —% (N=1925) % KA L. I aFsEkE < 150/ul 2 FeNO<25 ppb T& % fiEfl % T2-low
Wil & e Fe L7ze WEF G N1 2 L L8 CHE L. T2-low Mg OZMME%E 7 7 A ¥ — i Thad L 72,
[R5 5] T2-low Wi BUX 4R 26% (321 B) % b, ZOMEF LR T-L LT, 7L VF—REAIE. ACQ-
6 NEDFEE SNz 7T 25— TIid. 1 (FFIREERE O R 7o 7z B BN D, 11.2% ). 2 (KRR
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Fid EHN 13 EkIcB W T, BEEMBEZISHLTF 2V~ 72%5 L, Hiln & BSR40 L 72,
FH8A Z ARG, Fa ¥~ THEAKL BB S 6 DOMAEREIREE (FVC, %FVC, FEV., %FEV,
FEV/FVC, %FEF ws) DZALEZ W, BRI A5 ) v 72Tl T2~ THGHIOIKRE
RETTAY—RTHEKRL7.

W 408 L7 5 A% —%FE L7 : Cluster 1 (MiBmBEM R, Cluster 2 GERUGAY), Cluster
3 CRAYAGEEN R, Cluster 4 (SfECER) o IEFISAEID Cluster 2 1. FHIFEAERI T, IgE HLAEID
Th2 #5E72 7 7 4 V&R L72e Cluster 1 Tld FVC & %FVC Ot 2388% T, Cluster 3 TIZ%FEF ss750
O FHITAREEN S R ERAE O UWHEDHIETH - 720 Cluster 4 133 D EFED Large and small airway
dysfunction 278 L2, &IRIZH72 0 R#H %% /R L7z RIGHIE Cluster 1 -3 -4 TH D, iR —
AT A Ve UCILS/IL-13 B Th2 98, AR 2RI BERE. 72 & NI VIERE 2 520 72,

Fam 0 FUISSAE - IgE o0 A Th2 RHE Tl Z L <. IL-5/IL-13 B Th2 S Tl iz = - K AE %
FOLMM L WEIHFONDL T LATREE NIz, RIS Y — 1E, T2 ¥~ 7 OE#FHOERLE
HEHME DRI E T 2 W REMED D B o

ERARMERE # L A REREBE U 2AENLROEE L 58

Ofiie %—". R A (e B, W% 2R, MBEHER BE T

KH &Y G A
VMR SRR B D SR SRR AR PR VMR SR KBRS SER) 7 b € — IR SE L > & —

TE] WA ZX T a4 K€ (ICS) Z Ik L - BEN BEE OEBR P ILBROTFHROME IRV, [H
9] PR 9 5 0% % S B L 72 B W R 12 B 5 ICS oIk o B 2 5 T8I ET L 7ze [58:] 2024
£ 11 H 30 H F TI2HPeCTot L7 BENG BB 2 AT L. 1CS Z 2 IZERIR Y B 2 3E 0 L T\ % 38 B
xtg e U7zo ICS HIkEBNIZBEIC 1 £ DL E ACT23 MU ETHRE L Tz 231 & BEMRLETHIEE o
72281 CTdH o720 ICS HIEFRITTFIBARE 10 B & ARk HERERE 15 BT MkGeRE 13 B & Jik U 7zo [RS2R]
14140 FeNO M CAEELZ R L, BB CEMEAR Lz, MEBIZTC Y X7 1 v 7 HRIZBWT 10
ppb EA-& 720 @ OR=1.98 (95%CI : 1.29-747, p=0.047) T 1. ICS Hr - FBARE & il MEFREIC BT B
ROC f#WNTI1Z % v + 4 7 26ppb. AUC=0.81 T - 7z, [ 2 BEMIZB VT, ICS FB F To HEIZx§ % Cox
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[Fx] 7V~ T70E, WEIREO LIIChiE L, BARERB X O HRGIERICE S 3 % %08 L H¥R
D28 A M4 2D TSLP #HEST 2AWHNEATH L. [HW] BB 2 mEmmBEE T 5
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Tezepelumab DAERICHEBRET 2 ETHIRFICDOWT
OBBNPBAY. A —2% B FHEYW., KA LSRN FE 6 e <D I TR - SN
fle &2 ARHERY, EF)EHEY. Hl AT Tk H HY, K oINSV ] B9
D R RN S P S R S ML v & — . PHS DR A S I S B B
VRILERI IR KA BE 7 LV ¥ —k v ¥ —, "R EA R KR AER A5 v 7 — 0 F BRI 5EER

$U TSLP $ifk Tezepelumab (TEZ) 3 EFERE M EICHR THSH I LATRENTWE—T T, BHIX
ISEAMRCBEHOFIED W S0 L o T 5. F 41X TEZ OWEFHNAFUHF-L LT TSLPOY =/ ¥
A ZIZ{EH L TSLP @z 7o SNP & iG#ntE & o B % et L7z TEZ i v o S i B8 H 11
B2 R 20 7% 2 B2 B 9Bl Ext e & LT 217> 720 TEZ fi I OHESNE, OCS H&
BIOWACT 227 DA bZHLMZ0HE L7- L 2 A, responder (& 5 %I, non-responder % 4 B TdH -7z, 9
BA 5 ZhE DNA ZRHL LD T CHAZPE 2 fERR L 72 8 Fiod SNP (2D W CTHiAT L 728 4L, rs1837253
D CT 7YV 4 %4 Th responder 72-572—H T, TT 7V INV54D9 5 responder 1 1 ZHDOATH D,
BEREREE Y2 ) 74 TOMICHEELRENRD 5N/ %72 responder (I3 KM MAFEEER & FeNO 233t
WZIEIETH L DO EEN T2, INHDOREED S rs1837253 12 TEZ DR nE% Filll 34 genomic
biomarker & 7 2 W HEMEDH . rs1837253 D CT 7Y WX TEZ HICBIT A3 v X=F U BE LTH
HTH B EeEAVRIB S N7z,

Factors contributing to increased peripheral blood eosinophil counts in patients
with clinical remission according to PGAM

ONaoto Watanabe'”
"Department of Allergy Internal Medicine, Seirei Yokohama Hospital.

?Tokyo allergy and respiratory disease research institute

[Purpose]

We investigated the factors associated with increased peripheral blood eosinophil (PBE) counts in asthma
patients who achieved clinical remission according to the Practice Guidelines for Asthma Assessment and
Management (PGAM).

[Subjects]

Twelve outpatients had PBE counts more than 300 in 39 asthma patients who achieved clinical remission

according to PGAM. Their mean age was 61.3 years (range 27-77 years) with 5 men and 7 women, and 1 pa-
tient was in Step 1, 2 in Step 2, and 9 in Step 4.
[Method] We conducted the medical record-based as retrospective study. [Results] FeNO level was over
25 ppb in only 3 patients of subjects. Seven patients had eosinophilic sinusitis and 2 of them were aspirin-
induced asthma. Although there was some overlap, six patients had allergic rhinitis, one had atopic derma-
titis, and three had food allergies, among other allergic diseases. Two patients had asthma and COPD over-
lap (ACO). Seven patients had received biologics, all of which were dupilumab. [Discussion] Airway inflam-
mation should be considered as an indicator of clinical remission in the future, however PBE count differs
from FeNO. If PBE count is used as an indicator, its evaluation must also take into account comorbidities
such as eosinophilic sinusitis, allergic rhinitis, atopic dermatitis and food allergy. Furthermore, judgment
must take into account dupilumab users.
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SNTze ABEREBBIZE L2058 % Lo B2 T MDA T 2INOBEZRELEZA L EY—-FH D,
RO Z R L7z, BEEZAI B OFR TINR /N E ORI [gE At 2R L& 2 A, JIA. IR,
FRLIAL RIZBEWZ 57225 w5 7)) 7 ¥ vtk T - 720 Wheat-Dependent Exercise-Induced Anaphy-
laxis (WDEIA) % &k, /INEEMOBENEEL R L7z, CORIBERTERZ CRBELTWzhs, IhEE
MOBEFLAH Y, 202542 H WT/2F — X DOHliC prick to prick test ZfEfT L. Btk & HE S iz,
WDEIA ZERNI/NE & Z HENIZERXTB Y, SEHZRERFEORMSHERTE T, b d LRI
VEWBD o7 13E 21T, WHERRGE o/ T AEY) V/KR ) T3 I NVBOREZ - 12, il
FRAEBRA EiR\ 7207 B ¥ M7 L VIREREICE T L. SEWRIOEMRBRERET L Tn» b,
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S5 LIEDIHERIEEARGICE T2V MIILAGEETO7 714V EBREROH
IMEREHEE
OWRA  HAd, A B, S8 Hif HEEKER. A% 85¥%. R A AT %L

HARRHEA IRZ DA MR K A B Kl R
MRS PR A TR AR & - 7 LV R — 2

[IF5] AX b oo N BT 2 N S B 3 2 5 AR AR IS 0 Mead S L Tun e v, HEE A Bt
(2B 2 B EAAR 2 B &AL, oM geie B & iR U7z, F 72, BERoMERBIEICOWT LK
L7
[77:] 2023 4 10 A 25 2025 4F 2 F I g B C 4 B AR & 72 o 7238 ¢ 133 % %512, FilmAr-
ray "W ZR /S ROV 21 TI8FED ™ A )V A & et L7z,
(K551 & 4V 2B, WiE 51% (n=35). COPD 24% (n=29). MIEEMiZE 13% (n=69) &. Wik
THEICED» 572 WMETIETA /T4 VADIRERD 27% % 5D, BRI A V2707 74 Vg7 L
au FH OB L EE Do 720 COVID-19 &I COVID-19 ™7 4 )V A2 & BT, WIRICHEE I LD o
720

F 72 WEORIZB VT, EYHE Tl IR & el U Tl i ERER LAY A 3 (AR T AR ER B A1 &
IR R B R E I L72 X510, AV ARG L B ERERE O AT, el & ik LT
BTN BB RS WP EREDSHE I L T 7,
[isam] RV baaFIcBI 2 7 4 )V ARG L 2 EHBEICB VT, 7O 7 7 4 VIS TR & EE
72 7o 720 Wi IR O Il AP ERERA T L B PR ERBE I ™7 A )V R EYC X B IEARNT L L ICAHTH
LR D %o

Effect of dupilumab on upper and lower airway findings in patients with severe
chronic rhinosinusitis with nasal polyps and asthma

(OMakoto Hoshino". Tatsuhiko Harada”. Junichi Ootawa®. Keiji Matsumoto®.
Naoto Mochizuki®s Daiki Mochizuki”

UDivision of Clinical Allergy, Atami Hospital, International University of Health and Welfare,
“Department of Otolaryngology, Atami Hospital, International University of Health and Welfare,
Department of Radiology, Atami Hospital, International University of Health and Welfare

Background : Chronic rhinosinusitis with nasal polyp (CRSwNP) and asthma predominantly display a
type 2 inflammatory profile and are frequent comorbidities. Dupilumab demonstrated the efficacy in
CRSwNP and asthma, although its effect on the structural change of united airways remains unknown.
Object : To evaluate the impact of dupilumab on computed tomography (CT) findings in the sinus and
chest of patients with severe CRSwNP with asthma.

Methods : We assessed both sinus- and chest-CT, sinonasal symptoms, asthma control, quality of life, spi-
rometry, and type 2 biomarkers for 96 weeks of dupilumab treatment.

Results : Dupilumab significantly decreased Lund-Mackey (LMK) scores, percentage of airway wall area
(WA/A0%) and improved nasal polyp score, total nasal symptom (TNS) score, 5-item Asthma Control
Questionnaire, and Asthma Quality of Life Questionnaire (AQLQ). Dupilumab increased lung function and
reduced FeNO, and serum total IgE. The changes (A) in LMK scores and WA/Ao0% significantly correlated
with ATNS and AAQLQ scores respectively, moreover ALMK scores significantly correlated with AWA/
Ao% (r=0639 p < 0010).

Conclusion : Dupilumab improved upper and lower airway outcomes and these results support the bene-
fits of dupilumab for patients with CRSwNP comorbid asthma.
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EAXAT7HREZAVEFHER - SLREYEBFHEBEE (non-IgE-GIFAs) DIFELER
BENS A~V —Hh—1F%

OXRfil  FHHE . WBAREHT? NS #HAY. Il g2
VHOE R PR AR A R/ N R R e, YRR NBER Y Yy =T LV — - ) < FFk
P EDNAMEFNICH 7954+ I 7 A7V —F

PAEZELRERETHHAER - ALREYWEAFHEEHIE (nonIgE-mediated gastrointestinal food aller-
gies : non-IgE-GIFAs) 1%, IFBIROPEGAVRIBEEIN TV LA, FORBITRMHTH 5, BEIFWEHE, T
Wi MAE, WAARZ E2 R L. FRICEHETH R B G A0 T 5o IR K MUMAE 2 & & D
PIASHE L < AN B AN RERD L EE 228, BN RAACME 2 £F 9 720, FFREN ORI 2
FZWHEDCRD SN 5 o AFFETIIMEA X THAZ H O EEE T 7+ — AN X 0 | FERERRE N 4
== HERL., WEMHICET LI L2 HNE L7z 47LHE non-IgE-GIFA 5tV 40 Bl &, FET L v
F— T NICU ABeh ORI 19 Blofii 2 X 7 kifk % DIA-MS T#HT L. DIA-NN B X OF Perseus CHtat
WLEE, Cytoscape & Gene Ontology fEMT %2175 720 ZDHEF. RNASE3(ECP). EPX. PRG2 7 &0 Fe Bk A
KIS > 287 B oRMAs380 S, Mlest + 7 v T (EETs) &Y 7 FVRE, LR ETY v 7,
B /N 7 BEE I B A R AV S e SIS IZAFERERTE SSE & HLER ) BT ¥ U AYEREIE S
LDREEE 2 2 2R L, EAAT 70 T4 I 7 ZIZIERENBRERHFRIENIERICELEEZ 20N
72

BRI S RMERMAFIEE (EGPA) (CH\ 3 E£HEM 4 /17 DBRMHT

OLEM Yy BWAURZENY. fiIAR @R Ay A fE KB BE B
R BE%Y. A0 R

B AT AR B B BLSR BRI £ > & — @ KBRS R BB RS R it
DRKHIR R BRI RHE A A0E - WA 22 e

[HW] SLILS A TH % 2 K1) X% 7 (Mepo) (IAFHEERTEZ SIS S W 3EEE (EGPA) O EMRER: &
ZFhaangdaqf F(GO)WEIZHST 50 MFPREEITHHIN TV v, RIFFETId, AMEES ~
X7 B HERIZIRNT L. EGPA JWEE A7 1A NPutE. Mepo YEHBF DA HIg L 720
[5:]EGPA14 B & 5S4 32 Wi . 20 B, 3 X OF GC 16#E 2 47 - 7206814 EGPALL # & Mepo BN 5 %17 -
72 13 B % %5812, Quantibody Human Cytokine Antibody Array 4000 % JJ\v>T 200 FEFE O MiEY A4 + 7 A
/AL vERME L. & 51T galectin-10. EDN, Tryptase. P-selectin, JRH' LTE4 3 ELISA Tilllz
L7z,

Ui I ENY EGPA Tl ICHFREER, 2 BISRE, MBS I ICBIE$ % 33 0 % v %7 sl & iR L C
A U720 —F GCiH#HET 12 HliAsA L 720 Mepo BN¥% 512 & 1) | &FERERYE JHE 721 T2 3 RUKIEICBY 5
T HERRENE 7 /%7 e & 59 FEHSEAL L 720

[#55w] EGPA &k, EGPA iGH#HI%. Mepo Bl GHi# CLALT 25 37 77 7 A VB Sk
7% - 72. Funding : This work was supported by GlaxoSmithKline (GSK ; UMIN000040163).
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HREREDOEREEICS TP AT O SBEREDAHDEAHTO M-
U B—REERICE T BN/ Oy MR
OfE KB RIO &Y B8 2020 gk WIS, Bt s#8°, g le,
(72 S O SUNRCU LR NI SE SR 3 USRS I BT S L S
"SRR A USSR RROE 8 2 > & — ¥ THERS PO BRI > & —. VML R
VBRI WA 0, MR B EBAL R, O O B 2 PO 2RI  B PR5

5 ABPMOBERNER CTHA ATy rid, EETFHARHIECO—FTH L0 FREEZIT->TH
SHESAI e A IR L C Bk X g v, T2 IZ AT v 0 ¥ F S LARERZ AT WA L <. Bz
FTHRELREZTOLR L TH —HNEFEE CHIMEICFHETX2EMHMW LT ba—VvEaEEL.

FiE 2023 25 2024 AEICHEEUREE T LV X — IR ZE RN S5 SNBSS o B R AT (N =196)
BRC, BAbKE B3 2 BB Es Ay w2 [Aovay FfyEE7a ra—v | 2EEL. 203
Wik BE 2 3FA L 720

A 2D 10% 125725 19 FIOBRIIBNT, ME7a ha—VTlRAIeay riaainsg | L
AN, FOEBKICBOWTHEEFRETAIL Y r ThbH I ENMRI N BRI 100%) — 5 Ty
[Enwv] SHEINLAICE, BETREXIT-o T AT a7 sk S N7k 72 - 7-
(Bt =8 100%)

fEEE R0 b a— ik, —REREROBRMEZICBWTAI ¥ 7 23R y»oKa 2 Tl
WEEE L. Axeud o B2 B om/NS I oA B X O G HO @ 1EF IS S5-9 5 WREMEAS
H5bo

gBHT N E—BIRICK T 5 POX3 RS 7 7 ER Y N OB

Ol wAY. WA BEY. fhk 25
VBIVH BB R AR A — AR Y BV R R R AR A R v 7 — IR R

R R R CHHES ISR 3 2 EEER T D B UGS MO E R EKRO—D2THh 5 7 b ¥ — Kk
WS 5 X DR RIERESLETH S, BEOMIETEIF BT BUFERERERIE I X 2 KA C fiiE o
WDT FE—MEBORETHLZ ENHP LTS, 77 EFH L MET77—A M V7 FAD
P2X3 HEPiEETH ) CHMEOBEZIHI T2 2 LIC X VEBERZ AT 5. L LARESI DA 2 BEHRIC
BMLTRILICENRTIEVARWY., SEEL4I1Ze 28 I Y HERETH L 7T AF V5 TRERDIE S
IR TET b Y =R I A P2XG PR S T 7 ¥R U MBI G- OR) R 2 BIEI SRS L. 23
% (BYE10 2%tk 13 %, “FI94ERE 62.2 7%, Range 22-87) OIEFIASH R E o7z, B TTETAF V4
mg 5 ENTHBY, 10 6T ICS WA (ICS/LABA2 %I, ICS/LAM/LABAS ) 235 STz,
777 EFRY Y (90mg/H) I & ABEME#ER%TFVC, FEV1, FeNO 7 & OIRIEIZIZZEAL % 5 7295,
FRIEEECTH L VAS, LCQIFAEICUEL, 774 v vgEZMELAEICSE Lz (P<001). 2h
LOBEFRBIE, A5 IV HENETHL 7T AF U HREGTIERMER S G 7 b ©— & 1ot
T2 P2Xo Py 7 7 X Y OB GPAERNTHAI L ERL TS, SHBEAY IV HHEE
P2X; DBV I A TH B A A Z AL ZW ST HLER D 5.
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Dr. Roma Sehmi

Dr. Roma Sehmi, PhD
Professor,

Department of Medicine,
McMaster University,
CANADA

Dr. Roma Sehmi is a Professor in the Department of Medicine at McMaster University, specializing in air-
way inflammation in asthma and COPD. She earned her PhD from the Royal Brompton National Heart and
Lung Institute, Imperial College London, followed by postdoctoral fellowships at Cambridge University and
McMaster. A translational scientist, Dr. Sehmi has developed innovative methods to analyze rare sputum
cells, advancing understanding of T2/T17-driven inflammation in chronic airway diseases.

Her current research explores the role of innate lymphoid cells in disease exacerbations, focusing on
alarmin and neuro-immune interactions that drive cell activation, plasticity, and regulatory functions. As
part of the Clinical Investigator Collaborative, she contributes to Phase IIa-IIb trials assessing novel biolog-
ics for asthma.

Dr. Sehmi is a Fellow of the American Academy of Allergy, Asthma & Immunology (AAAAI), co-chair of
its Annual Meeting Programming Committee, and a member of the Collegium Internationale Aller-
gologicum and the American Thoracic Society. Her work is supported by national and provincial grants, in-
cluding several investigator-initiated awards. She has published over 120 peer-reviewed articles and book
chapters.

At McMaster, she holds a leadership role in the Health Sciences Graduate Program, teaching airway immu-
nology and science communication. She is deeply committed to mentoring graduate and postdoctoral fel-
lows for future career success in academia.
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Dr. Tanya Maria Laidlaw

Tanya M. Laidlaw, MD

Associate Professor of Medicine

Harvard Medical School

Division of Allergy and Clinical Immunology

Chief, Section of Clinical and Translational Sciences
Director of the AERD Center

Brigham and Women'’s Hospital

Boston, MA

United States

Tanya M. Laidlaw, MD is an Associate Professor of Medicine at Harvard Medical School in Boston, MA, in
the Division of Allergy and Clinical Immunology at Brigham and Women’'s Hospital (BWH) in Boston,
where she is director of the Aspirin-Exacerbated Respiratory Disease (AERD) Center and Chief of the Sec-
tion of Clinical and Translational Sciences.

Dr. Laidlaw earned her medical degree from the University of Massachusetts Medical School in Worcester.
She then completed a residency in pediatrics at Massachusetts General Hospital in Boston and completed
an allergy/immunology fellowship at BWH in 2006.

Dr Laidlaw’s initial research training was focused on the pathogenesis of asthma, of chronic rhinosinusitis
with nasal polyps, and of AERD, particularly the pro-inflammatory role of mast cells, platelets, and specific
lipids. Her research continues to be focused on understanding nasal polyposis and severe asthma, and she
is dedicated to investigating the causative mechanisms for these diseases and exploring new treatments.
Her group at the AERD Center follows over 2500 patients with AERD who have nasal polyps and severe
asthma, and she is involved in multiple ongoing research studies that are recruiting and enrolling patients.
She has published over 100 peer-reviewed articles and her research findings have appeared in such publi-
cations as The England Journal of Medicine, Nature, Blood, the Journal of Allergy and Clinical Immunol-
ogy, and the Annals of Allergy, Asthma & Immunology .

A fellow of the American Academy of Allergy, Asthma & Immunology, Dr Laidlaw has served as chair or
cochair of several of its committees. Other memberships include the American College of Allergy, Asthma
& Immunology and the European Academy of Allergy and Clinical Immunology. In 2021 she also assumed
the role of Deputy Director of the Allergy and Asthma Assessment Group at the Immune Tolerance Net-
work at the National Institute of Allergy and Infectious Diseases (NIAID) at the NIH.
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Dr. Yoon-Seok Chang

Yoon-Seok Chang, M.D., Ph.D.

Professor,

Division of Allergy and Clinical Immunology,
Seoul National University Bundang Hospital,
Seoul National University College of Medicine

Head, Department of Health Science and Technology,
Graduate School of Convergence Science and Technology,
Seoul National University

Republic of Korea

Yoon-Seok Chang, MD, PhD, is Professor in the Division of Allergy and Clinical Immunology, Depart-
ment of Internal Medicine, Seoul National University Bundang Hospital, Seoul National University College
of Medicine, where he has served since 2003 (Head of the Division, 2003-2022). He earned his MD, MSc, and
PhD from Seoul National University.

His research focuses on asthma, allergic rhinitis, chronic cough, drug allergy, anaphylaxis, and community
medicine. He has authored 300+ peer-reviewed publications (250 original articles, 56 reviews : Google
Scholar h-index 61), 24 editorials, 18 book chapters, and 4 patents.

Prof. Chang led the hospital’'s Medical Research Collaboration Center for 13 years and currently heads the
Department of Health Science and Technology (Graduate School of Convergence Science and Technol-
ogy, SNU). He also directs the Gyeonggi-Nambu Atopy * Asthma Education Information Center, sup-
ported by the Korea Disease Control and Prevention Agency.

He serves on multiple professional bodies, including WAO (Board of Directors, 2020-2024 ; Chair, World
Allergy Week Steering Committee 2022/2023) and is President of Interasma Asia Pacific/Korea (2024-
present). He is Editor-in-Chief of Allergy, Asthma & Immunology Research (AAIR) and sits on the edi-
torial boards of Allergy (IF 12.6), Clinical and Translational Allergy (IF 4), Immune Network (IF 4.1), JACI
Global (Associate Editor), Revista Alergia México. He has received 36+ awards, including commendation
from Korea's Minister of Health and Welfare and a WAO award.

hi-index : 61, citation : 12,410 (by Google)

https://scholar.google.com/citations?user=fk Y X ASTAAAA] &hl=en
http://orcid.org/0000-0003-3157-0447
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Dr. Tae-Bum Kim

Full name Tae-Bum Kim, M.D., Ph.D

Organization Asan Medical Center, University of Ulsan College of Medicine
Nationality Korea

Position & Title Professor

Educational background & professional experience (in sequence of the latest year)
2019-present : Professor, Division of Allergy & Clinical Immunology, Department of Internal Medi-
cine, Asan Medical Center, University of Ulsan College of Medicine
2014 : Visiting Scholar, Drug Hypersensitivity & Desensitization Center, Allergy Division, Brigham
& Women's Hospital and Dana-Farber Cancer Institute, Harvard Medical School, Boston,
USA

2012-2014 : Visiting Scholar, Asthma Research Center, Brisham & Women's Hospital, Harvard
Medical School, Boston, USA

2013-2019 : Associate Professor, Department of Internal Medicine, Asan Medical Center, University
of Ulsan College of Medicine

2008-2013 : Assistant Professor, Department of Internal Medicine, Asan Medical Center, University
of Ulsan College of Medicine

2006-2008 : Clinical Assistant Professor, Department of Internal Medicine, Asan Medical Center

2005-2006 : Clinical Fellow, Department of Internal Medicine, Asan Medical Center

2003-2005 : Clinical Fellow, Department of Internal Medicine, Seoul National University Hospital

2004-2006 : Ph.D., Graduate School, Seoul National University

2002-2004 : M.S., Graduate School, Seoul National University

1993-1997 : B.S,, College of Medicine, Seoul National University

1991-1993 : Premedical Course, College of Liberal Arts and Sciences, Seoul National University

Current Chief of International Affairs Committee, Korean Academy of Asthma, Allergy and Clinical Immu-

nology (KAAACI)

Current Associate Editor : Allergy, Asthma & Immunology Research (journal)

Research Interests
Asthma, Drug hypersensitivity, Eosinophilic disorders, Chronic urticaria, Chronic cough, Multi-omics, Pre-
cision medicine, Phenotypes, Biologics

Publications

- Differential DNA methylation in peripheral blood mononuclear cells reflects asthma control status in
adults. Allergy. 2025

- Concurrent Blood Eosinophils and FeNO as Indicators for Biological Therapy in Severe Asthma : Find-
ings from the PRISM study. ] Allergy Clin Immunol Pract. 2025

-Serum and urine levels of eosinophil-derived neurotoxin (EDN) as predictive biomarkers for treatment re-
sponse of biologics in severe asthma : Findings from the PRISM study. World Allergy Organ J. 2025

- Single-cell RNA Sequencing Reveals Transcriptional Change in Circulating Immune Cells of Patients with
Severe Asthma Induced by Biologics. Exp Mol Med. 2024

- Transcriptomic Expression of T2-Inflammation Genes in Peripheral Blood Mononuclear Cells and Longitu-
dinal Clinical Outcomes in Asthma : Insights from the COREA Study. Lung. 2024

- Distinctive CD39+CD9+ lung interstitial macrophages suppress IL-23/Thl7-mediated neutrophilic
asthma by inhibiting NETosis. Nat Commun. 2024

- Longitudinal Asthma Phenotypes by Multi-trajectory analysis. Allergy. 2024
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Dr. Guy Brusselle

Curriculum vitae : Guy Brusselle (MD, PhD) :

Guy Brusselle received his medical degree at Ghent University in 1990. Investigating the functional role
of cytokines in asthma, he obtained his Ph.D. in 1997. As a respiratory physician with interest in asthma
and COPD, he joined the Ghent University Hospital in 2002. Since 2008, he is professor of medicine at Ghent
University.

Currently, he is head of the Laboratory for Translational Research of Obstructive Pulmonary Diseases at
Ghent University. Since September 2017, he is member of the Scientific Committee of the Global Initiative
for Asthma (GINA). Since September 2025, he is Chair of the Board of Directors of GINA.
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Dr. Bart N. Lambrecht

Bart N. Lambrecht, MD, PhD

Bart N. Lambrecht studied medicine (MD, 1993) and obtained a PhD in Immunology (1999) at Ghent Uni-
versity, Belgium, and subsequently specialized in Pulmonary Medicine at ErasmusMC in The Netherlands
and University of Sydney, Australia. Since 2005 he is professor of Pulmonary Medicine at ErasmusMC in
Rotterdam, The Netherlands, and since 2007 Professor of Pulmonary Medicine at Ghent University, Bel-
gium. In 2012 he became the Director of the VIB Center for Inflammation Research, one of the depart-
ments of the Flanders Institute of Biotechnology (VIB), working together with more than 400 scientists on
all aspects of inflammation, at the interface of academia and industry.

His own research group studies the immunological basis of asthma and respiratory viral infections, and he
has published over 450 research and review articles and 50 book chapters on this topic. He also frequently
organizes meetings including several Keystone meetings and a yearly VIB meeting on type 2 Immunity, in
collaboration with Cell Press.

The main area of research involves the role of various antigen presenting cells like dendritic cells and
macrophages, and how these communicate with lung structural cells. His current work -for which he re-
ceived an ERC Advanced Grant -also involves the role of protein crystals in type 2 immunity in asthma and
chronic rhinosinusitis. In their research, the group always develops innovative technologies and models,
and this often leads to new IP filings and collaborations to bring this work to the clinic. Currently two in-
ventions of the lab are moving forward in clinical phase testing in patients with asthma. For the work by
his group, he received the Pharmacia Allergy Research Foundation Prize (2008), Franqui Prize (2014), the
ERS Asthma Gold Medal (2016), Accademia dei Lincei Morelli Prize (2020), the FWO Excellence Prize Fun-
damental Biomedical Sciences (2020), and the Paul Ehrlich Award for Experimental Research 2022,
awarded by EAACL

X (Twitter) @bart_lambrecht.
Webpage : www.irc.ugent.be
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