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Facilitator : Hiromasa Inoue (Department of Pulmonary Medicine,
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EP1-4

13:30~14:00

Graduate School of Medical and Dental Sciences, Kagoshima University)
Parameswaran Nair (Division of Respirology, Department of Medicine, McMaster University)

The role of mast cells in TSLP-mediated airway hyperresponsiveness
Yuki Kuwahara Saga University Hospital

Vy2Vd2 T Cells inhibit collagen and myofibroblastic differentiation of
human lung fibroblasts via RhoA-ROCK pathway

Daisuke Okuno Department of Respiratory Medicine, Nagasaki University Hospital

Poor Asthma Control in Schoolchildren May Lead to Lower Lung Function
Trajectory from Childhood to Early Adulthood

Kenji Tsumura Kurume university

Long-term survival outcomes associated with inhalation therapy in chronic
obstructive pulmonary disease: a 5-year multicenter prospective cohort study

Hiroaki Ogata Department of Respiratory Medicine, Graduate School of Medical
Sciences, Kyushu University

English Poster Session 2 KRS —215 (GERR—IL)

Commentator :

EP2-1

EP2-2

EP2-3

Facilitator : Tomotaka Kawayama (Department of Medicine, Kurume University)
Parameswaran Nair (Division of Respirology, Department of Medicine, McMaster University)

TL1A/DR3 signaling mediates steroid insensitivity in ILC2s by activating
the non-canonical NF-«B pathway

Hiromi Matsuyama Department of Pulmonary Medicine, Graduate School of
Medical and Dental Sciences, Kagoshima University

IL-13 induced claudin-10 highly expresssing goblet cells in airway epithelium

Yumiko Ishii Division of Histology and Neuroanatomy, Department of Anatomy and
Physiology, Faculty 21 of Medicine, Saga University, Saga, Japan

Single-Cell RNA sequencing analysis of bronchoalveolar lavage fluid from
an HIV-Positive patient with pneumocystis pneumonia

Natsumi Kushima Department of Respiratory Medicine, Fukuoka University Hospital
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Biologics for COPD: hope or hype?

Parameswaran Nair

Division of Respirology, Department of Medicine, McMaster University

The treatment of the inflammatory component of COPD has undergone significant
changes over the past two decades. Epithelial alarmin activation by multiple stimuli including
cigarette smoke, pollutants, and certain microbes could recruit eosinophils into the airway
in patients with COPD. While increased eosinophils in blood and sputum in COPD are
predictors of exacerbations and response to corticosteroids, these effects may not be directly
modulated by eosinophils. Therefore eosinophil-specific therapies may not have much clinical
effect unless the patients probably have concomitant asthma. The effects of most biologics
targeting the T2 inflammatory pathways have shown only modest clinical benefits. Targeting
the IL-13 pathway, particularly in those with eosinophilia, have shown the most clinical
benefit and this might be possibly by reducing airway mucus secretion. This needs to be
proven. Additionally, targeting this pathway or the IL-33 pathway might decrease the rate of
decline of FEV1 (or increase in airspace) by reducing airway metalloproteinase activity. The
beneficial effects might be modulated by airway microbial dysbiosis. It is indeed a complex

interplay of pathological processes in COPD.
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51-1 single cell RNA sequencing & CBRS DM CHE S

lm R a{EICEAS 9 ilild & ZDRMD T

G 22
EERFEF IR IPIREPIR

LETMEIIMAA T O A R Huld L7EEICE ) PRIZEEE L T 5205, kikE L CHEE
BIRPIGHFGUEGIDAAE L. T ONREMFIHIIEE 2 ETH 5o T, HEET A M A V%
By & L72A AR BAIASERIRIGH S LTV 505, IGRBULTEICIZM A ZD R E < WEEHR kI
B5-3 200 - - TR OBEATR O ST A,

o k7 =HibPUR (house dust mite : HDM) R4 V' Y BRI L AME~ 7 AET IV & v,
Jili#H#k > single cell RNA sequencing (scRNA seq) T 247V, Wi BI4HE 15 X OEE{LIZ RIS
B MNAEEE & A N A B R MR AT L 720 HDM RICE 75V Tl cDC2 D8N & 2
UZHE < Th2 ) ¥ /SERO 5 LFEDFR0 S, Th2 MR IL-13 725 < 383 L. 5B RIE
BLUOREBBEMEICECES LT, —F, IL-4B X0 IL-513F 2 Th2 Mg L O ILC2 A
SEA S, Type2 FEDFEMIZEL LTz,

S5 AV U RERETNVTIREE LEFEEICHE TSLP B L O IL-330FHITHEL, &
SIS TSLP ¥ 7 F WA ERMESSE B & OV E BB EIC A TH 5 DL L o7z,
M2z T, scRNA seq f#HTIC & 0 BERMITE, 4512 cDC1 HIk D Fascin A3 Bk 4E 1256 < BIS-
LTWwWbZEaER L, /2. + V7T moDC HFED osteopontin DFI L EAT5 2
LR L. Bl osteopontin FUASE G- 12 & V) 4 FEMIIEDIIHI S D T & AR L 720

a2, scRNA seq NTIZCB W T, TSLP /KR I~ 2 WT ¥ 7 A & I L mast
cell HRDEETHAIEEIMKE T LTS Z EH 5, HDM B~ 7 212 TSLP % f&50ES
AT & RGEBEEE B X OFERERIESGE JOIE & 12, T mast cell WEREICTHFESINTL S
EERRM L, ABZRICL Y, W EEERILIIE Type2 ¥4 M4 > DA S$, FREFRT A
N A 2R 8Bk - BERHINE - mast cell 241 L7247 SRR G- $ 5 2 EAVRENTZ,
scRNA seq fEHT 1M EIRREDO A — 1% 2 B L. G LGRSO EICEH 2 FETH L L
EZ oMb,



DRI L1 [ Translational Z O A7z 508 1 8:45~10:00 ARS

FER 1 1L K (RERAE REPED RIFSERE IFIRES - W - RIRRAVRIERFT)
Y b FhRB (BeARRE T LRI IfoEs IFIRERPIRIAFEE)

S1-2 e -5 2R E 2BIERU V) BROIOR h—2 -
T A B DR AE M

GAITIEEIA
BEREXFAL EHEARATIRE IFIRIEMHE

SE B OMER T & LT 7 A VAR TG HIMZ: &OPURIFF RN 2 5,
NOOBERIZ L D AE ERPHGESND &, Kl LA S IL-25, IL-33, TSLP Z& & LR
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R Tl ST 2 WA RAIAIEN & $ 55702 DY 7 F VIR L 3B b, Hil-7kiE
FERREE A & LI A TTREME 2RI L T\ b,

RFHTIE, [ETMEOIREICBIT AL ILC2 &£ OMBEAERIZOWT, Fs ORFFERE
ra bR QMG AT 5o



DRI L1 [ Translational Z O A7z 508 1 8:45~10:00 ARS

FER 1 1L K (RERAE REPED RIFSERE IFIRES - W - RIRRAVRIERFT)
Y b FhRB (BeARRE T LI IoEs IFIRERPIRIAFEE)

S13 ismmsmmERICBIBTIEY / LAXEU—ICED

SuB_FRIMERE &)Y P HEEREE DR HiikiE

W RV R BV AR BT VYL W R s ek,
Heb VO M ORI A Y
1) FUNARS AR BRESHTRR IPIREPIR 5%
2) ENTAR AR R FIRERPIR
3) BRLTERAS WRFHE RENHZHT
) UEEAS EPH SIS 10 - MR
5) BEAKSHEESHIRA MELHS
6) ETARHAB AR IS FIRIEPIR

[EF] BHPAZEMEMEE (COPD) Tld, ZEEH b Al SRED e LIMEZ G| R 2 9775, #I:
B2JE COPD BE I BT 2508 LR ) THEEREEDOBIER, 05T A B = X AL 512 fFH
STV,

[B#9] COPD 12817 5508 LR\ THEBEREEORHT A 1 = XA ZH LA L, /N THERERIE
RN & L7 FBLGR N OFRET HIN & L7,

[HiE] FEBmEITRREE H8 (NN) . 104E DL EESE | T 2 #8825 COPD B (ExC).
B2l COPD & (CurC) » SHRE L 72 40E FRZHIIE % air-liquid interface #ECHLZEE L. F
B L 72l B v — b A b o Ekd . bulk RNA-seq. single—cell RNA-seq. single-
cell ATAC-seq 12 X AT 21T o720

[#E8] MTEERH B X OESIRIEE(ETFIRIL NN & L L ExC, CurC ONEIZAT L7z. il
WA LT 2V vy v 7 v a YIS TO3B L . ExC - CurC MFETIRT L. Moflifadla &
HEELRADOHME%Z R L7z Single-cell fHTCTlX, NN & ik L € ExC THEAEMIL, CurC
THHRIIASEIM L. S DM CTIIEEMBIC Y v > 7 ¥ 3 VO T OBIETHHEIMET L
TWizo WML % FHE Y 2455 N1 SPDEF % #i#]4 % NKX2-1 0@ {51588k, NN &
H#g L ExC. CurC ONEIZACT L THB D | basal cell B & UMFIILIZ BT 5 NKX2-1 #fx TixE.
Bl a<F 772> € 74 b ENEICHEER Z R L7z,

[#558] COPD mo&%E LT, ¥4 4 X)) —12X ) NKX2-1/SPDEF #i ) Fi & B8 A%
Fete L. Mo 88 — > D2 & /i U CEME R b R LRI TR & BBz N TR RERE &3
BIET %, TET AT 1 v 7B EERN L LIRS L. #i7-7% COPD BT 7
O —F & 7 B ReMEAVRIZ S 172,



YIRIIAN2
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YIRIDL2 [MRCHT 50 - GEMENHOR : 5 Y AV—=Y a P VIREORG# ] 1:05~12:20 ARIS

R D /NE SEE (RDOKRF: EPES IEIRER - RAENFRIF )
R BL (REAZAZR EREARETRE RRRAESHE)

52-1 SR O1F 1 )L R B RS BT R DAE SR
BRI AR AR DR

e 1
TUNKEESRRE PPIRERAIR

LT 7 A VA (SARS-CoV-2) (& 2019 R DGRATHAIA LR, 28524 1) I8 L 2228 & 5L
B 72 G R 2 e T T B0 BRICT A W ARED 2781 7 & 27827 B 38 T~ OB AN VE
Th) ., TOBERILEGNE, RN 727 F VEZMEICRE GEET 5 2 e b HERMTI S &
ZZAHNT VD AFETIIANA ZEEIZEH L, DT O22o07 7u0—FThizEzEd T2,
OFE 2057 1)L X DR BRI R ORISR
ZEBROIFHEHEI I FERE DT A VA% I CZBIAERTH 5 —) . TIFEE~DEG) A
7 R BAEATZEDOHIF & 72 Do & 2Ty SARS-CoV-2 D A/3A 7 5T % FRIEEDO
KIEMEMNZEY £ VA (vesicular stomatitis virus, VSV) IZHLAAA ZZHH » £V A (VSV-
corona) DVERDEICE 72, VSV-corona %5 L. 79 A3 FDNA X WEkT4 2k
VZBEED LHIRRE ) 7 A VAR IO F I A VAD AN 25 VS B R FBT A L, %
Ml CEAMIER DS TE S 2 L 2R L2, S5, ZORTFA L. PCREEIZHZ
BRARARIAE DT RNA 705 A28 7 BT 2l L. VSV-corona IZ#A AT & & CTERER - HE
PRHRD AL 7 % 5T HUET A VAR L, FHOMT 2 EH TV 5, ZOFERTH
PRAGIZHLIR D 2 FEF D SARS-CoV-2 D A1 7 OFFHEHINISHT 5 2 L 5ifFC & %,
@IAMIWIERICHEI NG VHRAEDORE
72, SARS-CoV-2 3 MiIaRA DB LIRS 2 A K ACE212H L HifFof
B LCuEM ACE2 2RI T 2R BEIEAVEH ST 5, ACE2 DMIfadaEIR % T i1k
oy L LTHMROR DY) & LTRIFT 5 2 & T A )V AR R S N WG BFE AT
FEL SN A, WH D ACE2 TIXHHIEEA T Tlde v & S, ACE2DWENVE L Shb,
FeAxlEy 4 VAN ACE2 %, RN R84 7 2 ARAGMEORZHEL, A1 75
BAHIMEAR ACE2 2 RIS T56 2 L 2 HIEE LTwh, [HEY /X0 2T A VAT A
T L& HCTHE LS LRFEICOWT, FEHREE Lo TR EREEZ ZO THET 5,



YIRIDL2 [MRCHT 50 - GEMENHOR : 5 Y AV—=Y a P VIREORG# ] 1:05~12:20 ARIS

R D /NE SEE (RDOKRF EPES IEIRER - RAENRIF )
R B (REAZFAZR EREARETRE RRRAES D)

S2-2
[FIRESRRAE (C BT DHIEEFET O R

L
EEER AR IPIRESPIRY

H>‘ér‘

i 213 b & § B IR EREYYE DO BHEIZ BT, FRMEY ORI E LG T e O T
B D5, GERDUEGEARRLPUTMAE L i & L7 Cld, T iR ORI D R & S
NTE, INOLOFRITIE, BEREMIRIE LR EEOEGSR B AT A4
RER 2 T I B L T WITRRMED D % o TRGUIETR % & OB 22 PRI 720 M BR300 Skl NP & A
T&72H%, #4F16S ribosomal RNA LT % F\ 7R3 1AKAE L 2 Wl BT ORI X D |
FHRBFTIC BT 2MEFEOEHGDH LN E R ) DOH 5,

FeaZalifitige, BEFE - raEBER 2, BRI 98 00 SUE SOMNEBE - 2 I\~ 7 HE A o 1
HradTve, PR TIIM R CH o 72 OPEPE IR R M W S I e T A 2 &
ERLTE 7, TNHORRIE, (6 THEEAH] & 2N TWHEBDS CIZOENEER %
UM RGBS L T B EESEE RIET 55 D TH b,

E 512, MFEAEAZERTRERE IS B\ C O FIERDOIAT TR LIS L. REENICHSIER S E EICS
S END Z &R0, BEEMEEADREEIT PRI & S 5 2 L 2L MIC L TE 7,
TNz C. AEEE R OPERREERAT 2 A G e 5 2 & T, BEIIKE L2 WL A O R
OO ATV S,

Ky VRTY ATIE, Mgzl & U7WREREGREZ 31T 5 MR AT 20 54 5 LRI
DWW, HEBIZZEZ THRAT %,



YIRIDL2 [MRCHT 50 - GEMENHOR : 5 Y AV—=Y a P VIREORG# ] 1:05~12:20 ARIS

R D /NE SEE (RDOKRF: EPES IEIRER - RAENFRIF )
R BL (REAZAZR EREARETRE RRRAESHE)

S2-3 Prevotella intermedia |IC &3

CREL 2 D IRERRIEER DR DRFH

P R
M TECE AR AR > 5 —

[EHE] fiPiliREEZHRE LRSS B DR E IS O 16s rRNA % /2
HEFENIRE R AT I & 0 L TIPS, DL BRI & 7 LR T BRI & 2RE
BRI\ LS IR o 72, ZOREBERENIRZ v FrlZ~ T ATV EHWT,
Z O SIEEOBFICOWTHEE L 7= O THET 5,

[HE] Prevotella intermedia X% Fusobacterium nucleatum O¥53% Ei &, 1.0 X 10° CFU
D Streptococcus anginosus % COTBL/6] ~ 7 AZHkge L, HFECHiPAEREL, W REr
MEl L, e 24 BRI 2 O iRk real time RT-PCR % flow cytometry |2 & 1) 45E 6 % 45
Mr L7zo I P. intermedia ®¥53E Fif & MG 121K [ £ O Jifi ###% T unbiased bulk RNA-
sequencing 1T\ S. anginosus HAREG & BIETHB L WK L 72o 72 P. intermedia ®
Type KX secretion system (T9SS) @ KO k% T 247> 720

[#ER] S. anginosus \Z P. intermedia DE:3E Fig % LG S8 TI. S, anginosus BAHK
YR F. nucleatum BEE L T, AFRITEINEAL L. s 24 B R O A TR B o B
%R, HE GefTldfhekz B4R L L7 SEMIIB 0@ £k % 72072, flow cytometry Tl
M1-macrophages DB % AN % 22672, real time RT-PCR Tl& Ly6g % IL17a D&
B U ERMERIEDTRIR SN D — 1 C Elane \MEFEBMEITH 0 . {FHEROFHE LT 29K
% &7z, Bulk RNA-seq 2 & 54 >~ b ¥ —f##Tid NADP binding % NADPH 234 =12
TL. 773) VY —2I12BD 5 mRNA SEBURT 258072, TISS-KO #rOH;3E Lk & DR A
BTl BRI B B EFERELZ O W E A5, TISS 24 L CHIg NI S s
TIE R T OFRREN DB GATRIE S 7z,

[#E58] P. intermedia H¥53W % IR K F 758 F50IENOBI G- % 8 U T, B CIMRREMET
& % Streptococcus spp. DitiFs = WM S 4 W[ FEMEAVRIE S 7z,
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YURIILI [ MEEMREZSHROERINCBIZ TV AL—=YaF V) F—F ] 13:30~14:45 ARIS

FER © W0 B (BT TUNER 5 — PRSP
—9¢ Tl (BEARFARZN ETIERRE ITIRERI L)

S3-1
BV BRIRDERE M SRRUIRIE EBIR OB AR L RATHR

A
SIS EFESMEARR: (PRSP

W BIEE R 25 (UTP) 788 — X I2fFE D ERS/ATS MBI EHr /30 interstitial
patterns (I FHEARTH 1) . FYELEOFII N F ZRENTD 5o Wil = RIS HBE
fBgF T O o MREFEEOMERE, 85, BT 2 EHOMEHAL= v F 0T %o Hili
fa= v FIIO TEM LREME, HEEMNE, MM, SEELMR 2 R T b 2 L5
¥V T IVEIVIEHT (scRNA-seq) CHITERRRENZ £ DS 2> CTE T D FRSSTEMHEE
(IPF) i a2 F\v 72 scRNA-seq (12 & A, ERFFRN LR - HE - ~20 77—V 777 R
5 —DHFEIZOWTOHHIEA TV 5,

BREOEGTIX. MilapBiiaoiE bzt . IE% 721518 (euplastic repair) 254U %, —7.
HEEOEE TIX. BEAF OIRESE O MRS AL % £F 5 58 721515 (dysplastic repair) 254 U %,
C OB TIE, KAEHF D KRTS B KAIa s B) - B95E L. 1865 L 72 fhfasEsi~R A L.
ZICHnEEAES y FERE L. BIICERT 5,

FrlrIng Tz, MBEF ORI 2 Mt L7z, 700 Mile RS Pten K¥E~ ™
AN, EEOREVEMER DS, SRR - S LOERIITICEZ TH L Z L 250
12 U720 BIfE, 28U Rz (AT2) 455209 Pten, RhoA KIE~< 7 A & scRNA-seq # Hvy, AT2
WIRTRIEASD 72 5 TR0 B & BIEEIY 7 27 5 A 8 —OEE)ZOWT, T2 DT,
T2, IO OB NEEIEw Y A v, 2T Y FI TR, =V T ¥ =T O RE
WZDOWTHIZEZ #E L T 5,

Ry VBRI LTI, a7 =5 %Rd LT, = v FHEBHIIEANE D 2 3 iamy N RSE 0
[EHYEE BEBEOR O, MitEEE 7 VEW OB 2580 3 > & 2 Z2onT
AT 5. 720 BN - MR E~ORFEEO T 7 a0 —7, ~ 7 A, Flifliiis o o
single cell suspension {E#, BAL, R&EMN - JEIEAN - OG5 &, 2N 6WEL 1D 595
AT T, BUECTFZB2 L TV AR & LT, M AREMfcowTd TR TcEiuLe %
2T\ 5,



YURIILI [ MEEMREZSHROERINCBIZ TV AL—=YaF V) F—F ] 13:30~14:45 ARIS

R ot B (EiDRbiE WNEREY 5 — HIRSENED
—% F5ill (RRAKFEAREI EmRIFZER FIRSENRIFFEE)

S3-2

ILD [CHIF D)\ A A —H—HADIFK L FRRE

PA Rl
RIBAZAZ S EEEAROTIRE IFIRENHES

VR PEAT7E2 (interstitial lung disease © ILD) @ HEZHRIZB VT, SEEEBIER#ET. F
BaFHIT 5720120 DO Fv—=h =DV SN TS, 1 TH KL-6, SP-D. SP-A i3,
Fitife bRz B & SO A Mg~ — 71 — & L CA S &, BRI LANER USRS R BB ORT
e TH Do F77 HERERITHER - 1) v /5BRILZ: oM R I, Ko A Mo
MOENTFEHTMRT & LTEBENTWA, TRSICA., Fikkasd om0 CT e
Vo oHERE - EHRTRIE A A L CEHMIT A 2 &5, ILD BRICB W TEETH L, — /T, &
A LERERDIFEDO A TIE, BET L OIFEOEVRFE T ZIT) 2L DRNEETH L, 2O
A TR 5720, FdE, /I VA, bPIVAZYTNIVA, TUTFAIVA, FIUAIY
Al EOBEREHEIFER L, NS TRV N Y= —ERPED SN TS, T
NODOTFI, B 2 BWHBIFHRTRICE £ 5§, ILD OREICHESC Y Ry 4 75
R, HFIENORZBIZHF ST AR R ENODOH %, LA L. ILD (3562508 & EiR
Rl 2RI — B TH V) . REEEECHETHE, PR, BELEEL — DD CIE
TS 2 2 AR E LTHEETH b . Bl TIE, £ 0N F 3= —=DHigEL N T
HFHEAZRL TS 00, EEOBEIZB W CHENH 2 EHEAETE 21380 [FEHNZR
R & L Qi TIic L ST, S8k, 573 4~ — 7 —I12, BHEFT R #n T
EHIEREMAG DO EEN RN . RN 772/ 94 T2 FETHI LT, LDE
R\ DS LEROFEBDIILE SN Do T2, HRERIZECE 5 N2 AR & R RS
NEILT A N T VAL =T a FUVIIROHEENEETH Y . 7/ I 7 AR NTAHRE (AD &vo
728 LW BAEONA F~—h =R B A A TR A A D T E B 0155,

Ry VRY T ATIE, ILD IZBIT B3, < — 7 —HIEOBUIR & FREA B L . S50
DFEMHE & BERICHNOREIZOWCiEm L2\,



YURIILI [ MEEMREZSHROERINCBIZ TV AL—=YaF V) F—F ] 13:30~14:45 ARIS

FER © W0 B (BT TUNER 5 — PRSP
—9¢ Tl (BEARFARZN ETIERRE ITIRERI L)

S3-3 2RI NS VRIS h— LR
RIS DI AT — 5 v NI

PR AT
TN FRIRESAIRT E2REaAT

BTGP AR R T d B SRS ERTARAEAE (IPF) (2R 2 16T L 13 E 237, FrBliag
HEHFEDT2DINIIRERA I = X LD R T %o FAIZEMNT VA7) T b — LENT
EHWIHBT 70 —F12 X ) IPF OFFREFIICI) A TE D . ZORRERNTT %,

IPF i OF§#Tad % UIP 734 — Tl #HE L2722/ - BRERICAE—TH ) . IEEH
AR LR eI 0 2SR — B I IRAE S B0 TED Y ¥ 7V IVIATIC X 0 . 2 B0
R 2 & B e BRI O S LEFEOEZEMATR I N TV S, Lr L. fEROFH
AT B H D  REAEHEE T LD KR 2 MBI D AR v b & LTIRR S 720, Fll 6 F- M~
DT R FATEAR I BT 5 LRI 2L BB DM & OAHE AR % il 2 /R L Cak
T5HZLIIHEETH 72,

REFZETIZ, 22 N T > A2 1) 7 b — AN X 1) ZAIFL O ZEBIRRCE 2 545 L. RO
RERLA & HULNZ B 2 NS O FHE LR 2 AETB HLAL CHEE S % 2 & (Niche analysis) T Ky
G % MERE L 2R RERAT & TTRELC L 720 IPF A PRIl 2S A B 4 % O FAlTE 2> & Xenium 5k
75y M7 — AT &2 FM L. Niche analysis (2 & 0 FRMIa% 8 7 5 A % — 1244, 454
FEOA 5 7 B R AH EAVEH & #eH L7z Pseudotime fEMTIZ & 1) . ERZAIAIZ B 5 TGF-4%°
Hypoxia 7 EO 2 7 F MEZIGETEDSHAE LT IR WEL T2 2 2B 212 L, MleFAE A
VEH OBINAELZTHAL L 720 ZHUC X ) BF i betiia | a3 2 EE 2 T 7 F ViR %
Fl5E L Frslasmnmes % Ji L7z,

RFFINERO T 70 —F TR EN% Do 7RREOBINZLZBH S 2 Lz FE Sz
3T F AR IS R OBISERFEOHAE L 7 5 Z L HHIFF S I, IPF OFA I RAEER ) & B
ISHANOREFE LIS 7-EmE e —d & E 2 Hd,
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YURIYLAL [T v AV—Y 3 F VBRI ~ Molecular Discovery to Clinical Translation~ ] 16:40~17:55 A28

R A 5 (UNKEAFRESMZ IFIRENRIZDE)
HH FORES (BIREAF AT ERFHREMZR FIRENES)

S4-1T LiRNA EiSE UISEEFRIEEER v hT—2(CES<
B D5 FEAE DR

KB eth
BRBAFAZE EEPHATE IFRIEMHE

AR, BTG 30 TRE RIS R EE 2 vl & LB IR OMAR T & ) R BGE DM LA
HHNDH =TT FERMHEDOEGRIEGNAE —EOHFEIEIZ L ) . G RIEFOERIIVF
PREETH D, NS DREEETIIRT 57201213, (EROBIZFERBITICE &% 53, %
19 % SR T ZEBUEHE O WS BT K TH %o

~ A 7 1 RNA (microRNA : miRNA) it 18 ~253EH0 6% 53T — FRNA TH Y. EFl
IKIFIN 5D T-58 8 % IR B3 5 & & ©, MBS T4y T — 2 &L
TV, #T4E, miRNA 29EDO5E. #E, W, 3 5IEERMEOMEIECEETLI L
IS E ), mIRNA &R & U725 FHmsmg O mINIL, ifsaa 25800 2 A1 &
) RGBT B 72 AT gREE & U CHER ST b,

LIFEETIE I N E T, miRNA (2 X 2EHIEREICER L. L5 & LT miRNA %
FE L7z BRI B B2 1 O R 8 & BRI 217 o T & 720 JHF IR I BV T,
miR-150 2SE I miRNA & L CHFES 2 2 & # IS 2012 L. miR-150 23383 % il 4 5 42
B9431 & L Tensin 4 (TNS4) % [[{%E L 720 TNS4(IMMREE. HEE, M-SR 53
55 Y7 ETHY MR Z 7T I L) . TNS4 O@RIZEB AL DL S
LORHERER TS D 2 L 2R L7z, E 512, TNSADSEMITHEL, 77 1 F = Tt = 415
L7z EGFR &5 FEEZBEEMIEIC BV TG SN TB Y. TNS41E EGFR-TKI 4t o 575F
HAEDO—UiF > T B EDRFUZIE > 76

B, EGFR EmTERBEE N L Tld EGFR-TKI A % & GO G ENE S e
T 5= T IBIFRIR IR 2 RN TFHS 230 A~ — 7 — 3R E L CTHorcr s
T\, 22 THRL I, BHRAR PR R EH O 72720 ) e LT miRNA IZ#EH L.,
WIZEETI 2 3% - BT L T\ b,

miRNA ## & L72@m T3 A v MU — 27 OfFIHZE L <, fEROBEETERBN T
FRNZT Z EHWEETH o 723EFEORT 2SI L, #Fi7c 2inREIEORIIZ S 21T %
AAERFEETIIBNT 50



YURIYLAL [T v AV—Y 3 F VBRI ~ Molecular Discovery to Clinical Translation~ ] 16:40~17:55 A28

R A 5 (OUNKEAFRESHZT IFIRSENRIZDE)
HH FORES (BIREAF AT ERFHREMZR FIRENES)

S4-2 mEEmcER EOER - BEUFREYDECERS
AT B TR B T~

A A
RIBAZHR HAsmt s —/ ITIREEPR

WES . DSAAIKRTT 20 TREMIGESEOMFBSIE E T ETIMEL TB Y. FI A N T AR
PERTRE 03 2 20 FARRIEIE ORI ZAFE 2 BN L T2 BFEO X9 12, FrBlEEHI B O
HEIGIE % BT A BRIR BB SRSl S . HETTIIR NIt E O T 12 13 FEITIER L T & 72,
—H T GTIERGERIC L o TEED 1G] 2R TE ZEFAIIMKIKRE LTIRON TV,
[[—D F I A N—BIn LR G T HIMREGN R — 055 TIRGHREEL G L Tb . —EHDiE
BITIIRRAZ Lo T720 £ K OIEFI TS NIRO 55 b DD, EEEHRIZEL Z £13
Ve L EEO—EDTEATT 5o RVTHESIIFEAL., ERMMELZEET 5, ho0fEY
RS 57201213, FEBETIE S & UG LITZE 2 EEITEAER T TP EETH 5,

Tld, HFEMAZEERFECAGIE LIZEZ MO T 2L L WO TH S ) 70 BUROE Z 1,
Yes TbH Y, No THd b, WIEICHLELR TR Tz FAERDVFHONRWEREETIE, bf
FOHEDHBED G S RN E DL, Lo L, BHE-ANDEDICTELRBEEITo TGl
T, 47 Clinical Question 2 F N5, ZIUIEREDOADVETLEELT NNy 77— T
HY. MROEMEL V155D TH D, HEHG, HFEO ALK Bl A B IR TR S % f
) ZEDTE Lo 7R, [ R RN L2 0% ] L v ) il BT 10 325 L
%) WA AT 2B & o7z

51, WED [fE] 2BV EIFTW LA EETH L, MERADEH 5. EGFR #Hfx
T2 BB R HE 12 B\ T Osimertinib {6 #£12 b £ T A HFIEPUEMIZIC, BEHTH 5
AXLPB592 2 & 2 /M L7z, AXL BB E WHlIE Tld EGFR-TKI 12 AXL B %
$5Z LT, T2 AXL BHPME WML TIX IGF-1R [ER Z P 25 2 & T, IGFHE)HE5R
ENDZ L ERHE Lo RIIFERER % 2512, EGFR a2 RN % X5 & L7z Osimertinib
& AXL BHER OPEFGRIC BT 2 GBS i S 7z,

Ry Vv RIY ATIE, HFEMICET T, e L OFE L0 EEM L ZOmHH S 12
DOWC, HEDORERZ R THET %,



YURIYLAL [T v AV—Y 3 F VBRI ~ Molecular Discovery to Clinical Translation~ ] 16:40~17:55 A28

R A 5 (UNKEAFRESMZ IFIRENRIZDE)
HH FORES (BIREAF AT ERFHREMZR FIRENES)

S4-3  EGFRFOVYFF—UE=EMMEOSERERRE L
AL RS
-

TMNAZARZREZMT U [FREGEARFDE

EGFR #{z 12 R 126 L EGFR-TKI T& A 4 ¥ A VF = 713 2 75§ A3 § i
L% bo MHARSFE OMIAD 72V I PERRARI 20 L RIS — 7 = 0 —% O 7SR 2o
FRRTAIT O T X725, $EBUIARICH 50 ZOER & L TR R DA ORERE X LT,
1) EGFR-TKI #5112 54E L T 2 B85 A EAFES- L T 5l REkE:

2) & ¥ ANF = TEG R T RBAEL L A4 2 AV F = TTHERICES L Cw 2 T RENE

% H 2 TR % T o720 TPS3BIEFERE AT ERE EGFR-TKI OFRIZ L\ T L5k
BENTVLY, Foxld TPS3ZERDOHFTL, TPOIATLHKE T HHERETH 5 HTAMFIHEREZ &
IR THL, FORETRES S LERTH D IEREERTIZR (GOF Z%2) I25H L7z,
TP53-GOF Z %1% NF-kB/TNFa 7 IV O iE AL % 4 L C EGFR s fn T2 Rb i 12
T HE T ANTFT T NORMIEEZFHET 22 L 2L Lz, EBICH Y ANTF =T LA
¥ 70 %<7 (JL TNF-abitfh3g) OftHAs, F ¥ A VF =720 & % - 72 TP53-GOF 57
IR R L Cl& M2 IR 2 2 & A5 2012 L 720 RICFR 4 13 EGFR-TKI (G i O fEHE;
BARIZRTT % RNA ¥ — 27 T 0 AT 247 3 A VT = 7 ORI 258 ERNZ B
WTIFITM3DEBIAAEIC LA L TWE 2 E2HLNII L. EHICH Y ANF =T HG)
JEB N O TNF-a 504 1 M h A4 v % RS, ESEMEIZEBT % IFITM3-MET-
AKT 2GS, TV ANF =TT 725 T2 L2 HLIC Lz, Ths ORI,
¥EIZ TP53-GOF BtEifigic B8V T TNF-a ODHEN A ¥ A VF = TS RRICEETHSH Z &
R LTBY . HAREERIEHZEERE (AMED) 28 T (BRRIFZE - GBI 7E ) 12T
202546 H X 1) [ 4 ¥ AVF =7tk TP53-GOF ZE %7222 EGFR #5128 Rk o I/ Nl
FAMBICRT 24 2 ANF =T A 7 ) %< THRREOEMIERER | %2R 1257
TEBFTHD. KTV RITAIBVTIE, ThHEKA DR L7272 7% EGFR-TKI fitt 1 7k
DT TU—=F 22O Tk 5,
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SuFavtE=Fr—1 12:30~13:20 ARIE

PR 5 Bk (EirwRbiE et )

LS1
CT Efgh5E X% COPD Z2EDS &K

=

HL 18
RESAFELEBMIERRE [FIREPIR

COPD 32 H 4 WiER 2T A TH Y . FOIRIIIME CT W {GHNT 2 E T 20 {8 % 3
723 ARHEE TId, COPD OIFEEIZ DWW CT BRI % IR L. IRIES L . 2h
V23D BB RO W FEVEIZ DOV TS 50 COPD OFFHE I &UIE & AHY - AR 2
WE A DBFETEEDEEGTHEL, SIMELZEL 5, MAEOY 75 4 7L LT, /AERL
PEASSE (CLE) I3RS GE A F O MilupiE 4 5 & L, B0 b 2l 2 MR IR T & A dr 7
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Facilitator : Hiromasa Inoue (Department of Pulmonary Medicine, Graduate School of Medical and Dental Sciences, Kagoshima University)

Commentator : Parameswaran Nair (Division of Respirology, Department of Medicine, McMaster University)

EP1-1

The role of mast cells in TSLP-mediated
airway hyperresponsiveness

(OYuki Kuwahara, Hiroki Tashiro, Yuki Kurihara,
Koichiro Takahashi

Saga University Hospital

EP1-2

Vy2Vo62 T Cells inhibit collagen and
myofibroblastic differentiation of human lung
fibroblasts via RhoA-ROCK pathway

ODaisuke Okuno”, Noriho Sakamoto”, Chiaki Iketani”,
Ritsuko Murakami", Takuto Miyamura,
Hirokazu Yura", Takashi Kido", Hiroshi Ishimoto,
Yoshimasa Tanaka®, Hiroshi Mukae"
1) Department of Respiratory Medicine, Nagasaki University
Hospital
2) Center for Medical Innovation, Nagasaki University

Background: Asthma is a chronic inflammatory airway
disease characterized by airway hyperresponsiveness
(AHR). Thymic stromal lymphopoietin (TSLP) and
mast cells are key mediators, however the roles
remain unclear.

Methods: BALB/c mice were exposed to phosphate-buff-
ered saline (PBS), house dust mite (HDM) or HDM
+ TSLP for 3 weeks. AHR, bronchoalveolar lavage
fluid (BALF), and lung histology were assessed. Mast
cells were analyzed by mast cell protease (Mcpt) tran-
scripts, counts, and pathology. Cpa3-Cre mice, known
as mast cell depletion mice, were used to evaluate
mast cell dependence.

Results: Compared with controls, HDM groups
showed increased AHR with eosinophilic airway
inflammation and elevated IL-4/IL-5/11L-13, and this
was further enhanced in HDM+TSLP groups. Mcpt
transcripts and mast—cell numbers also increased, and
histology showed mast cell accumulation with other
immune cells in HDM~+TSLP group. In Cpa3-Cre mice,
HDM+TSLP-induced AHR was attenuated, whereas
eosinophilic inflammation persisted.

Conclusions: TSLP exacerbates AHR by increasing
mast-cell abundance and function.

Introduction: Idiopathic pulmonary fibrosis is a chron-
ic progressive disease characterized by irreversible
lung fibrosis and poor prognosis, creating an urgent
need for novel therapies. o T cells, defined by their y
and 0 T-cell receptor chains, have recently attracted
attention in fibrotic diseases.

Methods: Primary human lung fibroblasts were
co—cultured with human Vyp2Vo2 T cells, and fibro-
blast activation was assessed by RNA sequencing and
Western blotting.

Results: Vy2Vo2 T cells significantly reduced type I
collagen and a-SMA expression in fibroblasts. RNA
sequencing revealed significant downregulation of
ACTAZ, MYOCD, TGFp2, COL1A1, and COL4A1 in
fibroblasts co—cultured with Vy2Vo2 T cells. Western
blotting demonstrated that Vy2Vo2 T cells decreased
MRTFA, ROCK1, ROCKZ, SRF, and the active-to-to-
tal RhoA ratio in fibroblasts.

Conclusion: In primary human lung fibroblasts, Vy2Vo2
T cells suppress myofibroblastic differentiation and
collagen synthesis, likely via inhibition of the RhoA-
ROCK axis, supporting further investigation of yo
T-cell-based anti-fibrotic strategies.
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Facilitator : Hiromasa Inoue (Department of Pulmonary Medicine, Graduate School of Medical and Dental Sciences, Kagoshima University)

Commentator : Parameswaran Nair (Division of Respirology, Department of Medicine, McMaster University)

EP1-3

Poor Asthma Control in Schoolchildren May
Lead to Lower Lung Function Trajectory
from Childhood to Early Adulthood

(OKenji Tsumura, Takashi Kinoshita,
Shingo Tsuneyoshi, Yoshihisa Tokunaga,
Tomotaka Kawayama, Tomoaki Hoshino

Kurume university

Purpose: The relationship between asthma control
level and lung function growth in Japan remains un-
clear.This study investigated the correlation between
childhood asthma control and lung function develop-
ment into early adulthood.

Patients and Methods: A total of 505 children with
asthma from the Omuta City Air Pollution-Related
Health Damage Cohort Program were analyzed.Girls
and boys aged 6-11 and 12-17 years were compared
between good and poor asthma control groups.
Results: Among the participants, 214 children (42.4%)
had poor asthma controlPredicted FEV1% was sig-
nificantly lower in the poor control group across all
age and sex categories. Although linear regression
showed no group differences in lung function growth
slopes, the prevalence of obstructive ventilatory pat-
terns in early adulthood was markedly higher in poor-
ly controlled girls (24.6%) and boys (24.4%) compared
with well-controlled girls (1.4%) and boys (8.1%).
Conclusion: Poor childhood asthma control leads to
later lung function disorders, underscoring the impor-
tance of early asthma management in school-aged
children.

EP1-4

Long-term survival outcomes associated
with inhalation therapy in chronic obstructive
pulmonary disease: a 5-year multicenter
prospective cohort study

OMHiroaki Ogata", Genta Akiyama'’,

Kazuya Tsubouchi, Tomotsugu Takano",

Katsuyulki Ichiki”, Masaki Fujita®,

Kazuhiro Yatera”, Yoshiaki Zaizen®

Yoichi Nakanishi"’, Isamu Okamoto"

1) Department of Respiratory Medicine, Graduate School
of Medical Sciences, Kyushu University

2) Kirigaoka Tsuda Hospital

3) Department of Respiratory Medicine, Fukuoka
University School of Medicine

4) Department of Respiratory Medicine, University of
Occupational an d Environmental Health, Japan

5) Division of Respirology, Neurology, and Rheumatology,
Department of Internal Medicine, Kurume University
School of Medicine

Background: Chronic obstructive pulmonary disease
(COPD) is associated with substantial mortality world-
wide. Although long-acting bronchodilators (LABD)
and inhaled corticosteroids (ICS) improve symptoms
and lung function, their long-term effects on survival
remain unclear.

Methods: We conducted a 5-year multicenter pro-
spective cohort study involving 370 COPD patients
from 29 medical centers. Patients were classified
according to LABD or ICS use at baseline. Overall
survival was evaluated using Kaplan-Meier curves
and multivariable-adjusted Cox proportional hazards
models.

Results: ICS use was not associated with improved
survival. In contrast, LABD use was significantly
associated with better overall survival, especially in
patients with severe or very severe COPD (P < 0.01).
The multivariable-adjusted hazard ratio for all-cause
mortality associated with LABD use was significantly
lower at 0.32 (95% confidence interval 0.13-0.82, P = 0.02).
Conclusion: LABD may confer long-term survival
benefits in COPD, especially in advanced disease
stages. These findings support the preferential use of
LABD as a key component of COPD management.
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Facilitator : Tomotaka Kawayama (Department of Medicine, Kurume University)

Commentator : Parameswaran Nair (Division of Respirology, Department of Medicine, McMaster University)

EP2-1

TL1A/DR3 signaling mediates steroid
insensitivity in ILC2s by activating the
non-canonical NF- kB pathway

(OHiromi Matsuyama, Kentaro Machida,
Takahiro Matsuyama, Yoichi Dotake, Koichi Takagi,
Kentaro Tanaka, Hiromasa Inoue

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

ILC2s are increased in the airways of severe asthma
and are implicated in steroid insensitivity. This study
investigated the mechanisms underlying steroid in-
sensitivity of ILCZs by focusing on tumor necrosis fac-
tor-like ligand 1A (TL1A)/death receptor 3 (DR3) sig-
naling. ILC2s were isolated from nasal polyp tissues of
patients with asthma and chronic rhinosinusitis. ILC2s
cultured with IL-2, IL-7, and IL-33 were stimulated
with TL1A to evaluate IL-5 production. The effects of
dexamethasone on IL-5 production and on apoptosis
were assessed. IL-5 was produced from ILC2s after
culturing with IL-2, IL-7, and IL-33, and decreased
by dexamethasone. When ILC2s were treated with
TL1A, IL-5 production was not suppressed by dexa-
methasone. Furthermore, TL1A reduced the rate of
steroid-induced apoptosis in ILCZ2s. The expression of
NF-«B p52 was upregulated following TL1A stimu-
lation and remained high even after dexamethasone
treatment compared to those without TL1A. These
findings suggest that TL1A/DR3 signaling is involved
in steroid insensitivity of ILC2s by activating NF-«B
p52 and inhibiting apoptosis.

EP2-2

IL-13 induced claudin-10 highly expresssing
goblet cells in airway epithelium

OYumiko Ishii”, Akihiro Jo?, Ayaka Shiota®?,
Shigesato Inoue?, Hiroaki Ogata”, Tomoaki Koga®,
Mizuho Kido", Keiko Kan-0’

1) Division of Histology and Neuroanatomy, Department of
Anatomy and Physiology, Faculty 21 of Medicine, Saga
University, Saga, Japan

2) Department of Respiratory Medicine, Graduate School
of Medical Sciences, Kyushu University, Fukuoka, Japan

3) Department of Respiratory Medicine, NHO Fukuoka
National Hospital, Japan

4) Department of Medical Cell Biology, Institute of
Molecular Embryology and Genetics, Kumamoto
University, Kumamoto, Japan

5) Department of Respiratory Medicine, Tokyo Women's
Medical University, Tokyo, Japan

Introduction: Airway epithelial barrier plays a pivotal
role in protecting lungs and is impaired in patients with
asthma. Claudin-10 is a constituent of tight junction
that promotes intercellular ion transport. Claudin-10
expression has been reported in airway epithelium of
mice, however, its expression in human airways and
its association with asthma remain unclear.

Aim: To investigate claudin-10 expression and re-
sponse to IL-13 in human airway.

Methods: Differentiated primary bronchial epithelial
cells were stimulated with IL-13 £ dupilumab, interleu-
kin-4 receptor alpha antagonist. Claudin-10 expression
levels were assessed using single-cell RNA sequencing,
quantitative PCR, and immunofluorescence staining.
Results: Immunofluorescence staining demonstrated that
claudin—10 expressed in non-ciliated cells. Claudin-10
mRNA was highly expressed in goblet cells, club cells,
and deuterosomal cells. IL-13 stimulation increased
CLDNI10high goblet cells and CLDNI10high club cells
which also exhibited CLCA1highMUC5AChigh and AL-
0X15highSPDEFhigh, respectively. IL-13 induced-clau-
din-10 expression was inhibited by dupilumab treatment.
Conclusion: Claudin-10 has the potential to be a useful
marker for pathologic epithelial cells.
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EP2-3

Single-Cell RNA sequencing analysis of
bronchoalveolar lavage fluid from an
HIV-Positive patient with pneumocystis
pneumonia
(ONatsumi Kushima, Toyoshi Yanagihara,

Yuki Shundo, Naoki Hamada, Masaki Fujita

Department of Respiratory Medicine, Fukuoka University
Hospital

Background: Pneumocystis pneumonia (PCP) is an
opportunistic infection caused by P. jirovecii. The need
for corticosteroids in severe cases suggests that host
inflammation contributes to lung injury, but its mecha-
nisms remain unclear. This study aimed to elucidate the
poorly understood local immune pathogenesis in human
PCP using single—cell RNA sequencing (ScCRNA-seq).
Methods: We performed scRNA-seq of bronchoalve-
olar lavage fluid (BALF) cells from an HIV-positive
patient with PCP and compared them with public
BALF data from healthy controls.

Results: PCP BALF showed expansion of T cells and
monocytes. T cells were mainly activated effector CD8
positive cells, and a CD16 (low-affinity Fc receptor)
positive T-cell subset, normally rare in controls, was
markedly increased and highly cytolytic. Monocytes
showed robust interferon—stimulated gene expression.
Inferred immune cell communication was strongly
enhanced.

Conclusion: Cytotoxic CD16 positive T cells, together
with interferon-driven monocyte activation, may con-
tribute to lung injury in PCP and represent potential
therapeutic targets. Validation in additional cases is
needed.
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