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OR-001
Lung graph-based machine learning for identification of
fibrotic interstitial lung diseases

Haishuang Sun?,Min Liu?,Huaping Dai',Chen Wang?
1. China-Japan Friendship Hospital
2. Department of Radiology, China-Japan Friendship Hospital, Beijing, 100029, China

Objective Early detection of fibrotic interstitial lung disease (f-ILD) is conducive to early
intervention. Our aim was to develop a lung graph-based machine learning method to identify f-
ILD.

Methods A total of 417 HRCTs from 279 patients with confirmed ILD were included in this study.
A lung graph-based machine learning model based on HRCT was developed for f-ILD diagnosis.
In this approach, local radiomics features were extracted from an automatically generated
geometric atlas of the lungs and used to build a series of specific lung graph models. Encoding
these lung graphs, a lung descriptor was gained

and became as a characterization of global radiomics feature distribution to diagnose f-

ILD.

Results The Weighted Ensemble model showed the best predictive performance in cross-
validation. The classification accuracy of the model was significantly higher than that of the three
radiologists at both the CT sequence level and the patient level. At the patient level, the
diagnostic accuracy of the model versus radiologists A, B and C was 0.986 (95% CI: 0.959 to
1.000), 0.918 (95% CI: 0.849 to 0.973), 0.822 (95% CI: 0.726 to 0.904), and 0.904 (95% CI:
0.836 to 0.973), respectively. There was a statistically

significant difference in AUC values between the model and all 3 physicians (P<0.05).
Conclusion The lung graph-based machine learning model could identify f-ILD, and the
diagnostic performance exceeded radiologists which could aid clinician to assess ILD objectively.

OR-002
Clinical spectrum of Chinese hospitalized lung cancer
patients with concomitant interstitial lung disease: before
and after the new era of LC treatment

Ruxuan Chen,Chi Shao,Xiangning Liu,Hui Huang,Boju Pan,Kai Xu,Mengzhao Wang,Zuojun Xu
Peking Union Medical College Hospital

Objective With the application of new medications, including targeted therapy, immune therapy,
and antifibrotic drugs, the prognoses of lung cancer (LC) and interstitial lung diseases (ILDs)
have been greatly improved. However, most patients suffering from lung cancer with concomitant
interstitial lung disease (LC-ILD) cannot benefit from these novel treatments because of their
complicated condition. Therefore, the prognosis of these patients is still poor.This study aimed to
explore the general characteristics and spectrum of hospitalized Chinese patients suffering from
LC-ILD. Furthermore, we compared their features before and after the period of immunotherapy
for lung cancer.

Methods A retrospective analysis of the clinical characteristics of hospitalized LC patients with
definite pathological diagnoses was performed from 2014 to 2021. ILD was defined after the
review of chest CT imaging. To compare the characteristics of LC-ILD patients before and after
the era of immunotherapy, we divided the enrolled subjects into two groups based on admission
date: the 2014-2017 group and the 2018-2021 group.

Results There were 13085 hospitalized LC patients. Among them, 509 patients (3.89%) had 551
cases of ILD. There were variable underlying causes of ILD, including idiopathic interstitial
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pneumonia (360 patients), LC treatment-associated ILD (134 cases) and connective tissue
disease-associated ILD (55 patients). Although most LC-ILD patients were suffering from
adenocarcinoma (204/40.1%), SCLC patients were prone to concomitant ILD (10.8% of all SCLC
cases), followed by SCC (9.6% of all SCC cases). All but 10 LC-ILD patients did not receive anti-
LC treatment; however, only 39 (10.8%) LC-IIP patients received anti-ILD treatment. There were
5316 LC patients in the 2014-2017 group and 7769 LC patients in the 2018-2021 group. There
were more LC-ILD patients in the 2018-2021 group than in the 2014-2017 group (5.16% vs.
2.03%, p<0.001). The underlying causes of ILD were significantly different between the 2018-
2021 group and the 2014-2017 group (p<0.001): there were fewer IPF cases (15.2% vs. 28.7%,
p=0.001) in 2018-2021 group, and there were no checkpoint inhibitor pneumonitis patients in
2014-2017 group. the chronological sequences of ILD and LC diagnosis (p=0.003) between the
two groups were also statistically significant.

Conclusion After adjusting the number of hospitalized patients having the same LC pathological
pattern, SCLC was determined to be the most likely to be concomitant with ILD, followed by SCC.
Most LC-ILD patients were scheduled for anti-LC therapy; however, treatments for concomitant
IIP were usually ignored. LC treatment-associated ILD should receive more attention than before.

OR-003
Novel 3D-based deep learning for predicting acute
exacerbation of idiopathic pulmonary fibrosis using high-
resolution computed tomography

Xinmei Huang,Mengshu Cao
Nanjing Drum Tower Hospital

Objective Acute exacerbation of idiopathic pulmonary fibrosis (AE-IPF) is the primary cause of
death in IPF patients, characterized by diffuse, bilateral ground-glass opacification on high-
resolution computed tomography (HRCT). This study proposes a three-dimensional (3D)-based
deep learning algorithm to predict HRCT findings in patients with AE-IPF.

Methods A database of 198 HRCT scans were downloaded and reports manually classified, for
stable IPF, AE-IPF and healthy control. The scans were divided into 3 separate subsets (training
set, n=106; validation set, n=26; and test set, n=66). The lungs from each HRCT scan were
segmented and resampled to create 10 samples, each consisting of 32 images. The final training
dataset consisted of 1060 samples with 33,920 images for algorithm training. Algorithm
performance was evaluated using accuracy, sensitivity, specificity, positive predictive value,
negative predictive value and receiver operating characteristic curve. The algorithm performance
was compared with radiologists using the weighted k coefficient for interobserver agreement.
Results The accuracy of the algorithm in predicting AE-IPF on the test set was 93.9%, the
median accuracy of the radiologists on the test set was 77.8%. Interobserver agreement between
the algorithm and the majority opinion of the radiologists was excellent (kw=0.90). The ROC
accuracy of the algorithm for predicting AE-IPF and stable IPF on the test set was 0.96 and 0.97,
respectively. The algorithm performance was superior to visual analysis in predicting radiologic
diagnosis.

Conclusion The deep learning algorithm provides high diagnostic efficiency in patients with AE-
IPF and may serve as a useful clinical aid for diagnosis.
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OR-004

% AL TR BRP HRAEMN SN AW

EIE SNy RN NI S T VN
1. R RS = B e P A Ao
2. TR KA = PR e UN R
3. R R AR B Lo PR

BH 7 SIGUE— PR T IR IR A SR 1 R R IR 4R 4E4L (Idiopathic pulmonary fibrosis, IPF)
MAEAAP ] (transplant-free survival, TFS) FUIIALAL, FHAEHIZBEAPE DX IPF EE TR
KB 5r 2

ik RARTIEYE. £ ORI, % 2016 4E 1 H % 2019 4F 10 H £ M K IRV HE 2 1)
166 % IPF g bV 34, BT RONSET BMASAE, 45538 TRS. UEE B N L2250k
SEIG S MRASEE . IfThReta . ISt LIET EH 4244 (computed tomography, CT ) , XH
3D Slicer HMAEMES CT EHHT AMERY & . % Cox BIHBAfE T 5 MR ELIELEL R
f I -521% -BiThAE (Blood routine examination-Radiology-Pulmonary function, BRP) 75 &
M TR IPF #il5 BRP B8, J@ikif |- TAEE M2k, Rt 28, WKz, 2 mAEil
SRR K IRE AR LB BRP B H TS M - Rk - i Zh B8 (gender-age-physiologic
variables, GAP) HERIFTERE. % BRP BB/ & 5 MK, . mifE4, Kaplan-Meier Al
Log-rank 56 FH T A5 A r TS ZZ 5. ik,  WiB R 2 AHICME 20 BT FH TR 70 41 & 1 28 i 5 7
B NESS CT . FhishRgmIAr e .

gER AP PR AR E 4 T >68.3 % LRI AT >94.91 cm3. IRV % 5 <36.24 HU.
BT v R — AL B TR B 5 TR <56.03% . e KM & 5 TIE << 90.5%2 IPF 3 Tl j5 A
RO AR . 5 GAP BRI, BRP BRI H EMRFIIMERE . X5 IR I 5L
£, BRP HAY%: GAP A KN GE DR ZREE . BAEEEF 2RIk 7 34.9% (95% Cl 20.6%,
49.3%) , 28.2% (95% CI 5.9%, 44.6%) . {EAFRINEER HMEEER] IPF EH TFS MEERIT
FrE, KEEREPA TFS N 3L L, aB#E i TFS y 2-3 4, mfafE AL TFS 4904 1
o A RIEKTEE SRS CT EE. MiThfek.

g0 AR RIIME T IPF G BRP AL, FFEAT N AMTIGIE AR (Al b . AR T H AT SRR
) GAP #%Y, BRP fAEMME T &, MR, HHHTHE BRP B KGR RIE IPF
BE WML IR 3R, BRP BIALE FAEIRRE .

OR-005
A4 H hnRNP L B39 B iEEEEE R T ERN
{ERHNEI

MR R Y BHET L R T GKEER 20 ORIRA 2. AKR?
1. JEH R 2 e MY s = e
2. MR

B -4tk (Pulmonary fibrosis, PF) & —F& . AN w1 e i e Joa 1 fifidos , 993 R AS B ATL 1A
BEHEHERIRIT 4. ariiEs R X P T A, wEARE LK (fluorescence recovery
after photobleaching, FRAP ) % & Il = Wi #% #% ¥ % & H L (heterogeneous nuclear
ribonucleoprotein L, hnRNP L) &4 L7 X4 (intrinsically disordered regions IDRs) , HEA
TR 228 (liquid-liquid phase separation, LLPS) [KAE71, AWFFE B Y hnRNP L 8% R
HERE DR AT AR B R M AR AR ALV E R S T AR 2 B BT, NI AR AR T R A 0 SR
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FvE @A AR K ¥ (Transforming Growth Factor, TGF-B1) 1755 it A VR T i 21 245 20 i 43 A4 A5
RARECRE R 5 S A 44 /D BB, & SERVEAIM T R4 (RTCA) . Western blot. gRT-
PCR 5258, /Nahidik CT BS54 Az S5kl hnRNP L R4 e /e . it JofpIX
B T H . AN QAL SEIe . SRR . 1, 6-C EEAImE SRR TG A IR A
AhSEIG RS M hnRNP L JE A 2> B 45 /A 71 . 42 RIP Wl (RNA immunoprecipitation
sequencing, RIP-seq) . Co-IP 34 . =l J¥ ( Oxford Nanopore RNA Technologies
sequencing, ONT sequencing) 2561 hnRNP L 83 AH 43 25 1 4% #E 2 R i T AR B 42

iR 1. hnRNP L (24T 4Eb /e H

S R R R R A/ RIS MR . IR SRR s R, T8t hnRNP L 5] BRI L,
hnRNP L i AT 84 0l £ 44 AH OG5 Rk .

2. hnRNP L AJJE SAH 7 B 2514

hnRNP L A 73 I7EML A . AR BBt mUIR S VRO AE S5 18 o I S48 mT eSO Vi Ve B, B B
WM, 2 R S0 B R w O R B W AR I TR N 50% L |, BAW AN, &
HA

3. hnRNP L i i ] 48 B4 42 R i e 2 5]

WP AR I hnRNP Ll a4 B nl iR 2Rk F R . AR BT HE . BRAET:. IAREASE 14 %15
SR AN E D 50 N R ELIE R

4. hnRNP L 38 i AH 5 55 42 Uit 02 R 1) m] A8 B ki 2 4k A

B AT AR BY B A R A e, A 2 T AR BT B S RO R T T DX R SR AR AR AT B g, S5 RR B
hnRNP L F@ A 73 2 s SR R (1 nT AR B 4, e b I et R 2

g8 fEAHFH, hnRNP L BA 535 MR IGAF4ELVE R, A I A 2 2 o 2 T e B O ) m A
BRI A A4k, X NIRTT AT AL SRt 13 (0 R B RN 1 A A

OR-006

Angll iBiEiIE YAP1- B EHIE S 4 LB BIRF R

WRi S %
P 75 RS g U5 R e

HE SFIME %5 & 11 (Angiotensin I, Angll) -Yes #1541 1 (Yes Associated Protein 1,
YAPL) HWEHMAFIE, AR Angll 1715 YAPL- F WG (AT 4EAb AL, Al 4F 4 b R A it va
IR Y=

7% UL SD K ERJFE AU AT 4E A M ot St 5, R 8 1 S 2 B Al Angl SRI0NT s 21 24 240 i
Ji YAP1l. TAZ (PDZ-binding motif> . & Jii & H | C(collagenl ) . Atg9A ( Autophagy-
related 9A) . LC3 (Light Chain 3) FHXIREEKZWLIRE Angll RE4EEFEFXT YAPL %
K K AT YA B W FE R R . B DD U S NN Angll I S AT 44, R
FH AR A S BN I 3R 2 19 M2 Bax (BCL2 associated x protein) . Bcl-2 (B cell lymphoma-
2) FIEEMAEM, DIRE ATL (Angll Type 1D SZARTE Angll 45 it £ 4L 20 i 15 B AE T AT {2
AR FEPRIER. fH YAPLShRNA Fiki T3t YAPL RikJ5, FIH & A G B0y aa il
ANgIl Xof il AT 20 i J5 2 A 3k I E R AR 252 . e AR ER. Angll-YAPL [ b2 il £F
AR YAPL RIS UL, FRATIRI FH 4t 1 G028 2 S B (5 07 VAR Ang 10U it e 41 4 4
M YAP1 & p-YAP1 (phosphorylated-Yes Associated Protein 1) fEA% 4N At o, FF1H
T A AL BN EERS I Angll 875 YAPL B FEd YAPL WAL IS I .

SEBL IRFERAEE R Angll GRJEZ» 5124 10-11. 10-9. 10-7. 10-5mmol/L) HlOR BRUJFE AR B 4T 44
Wi 24h 5, MRLT4E40 A YAPL. TAZ. collagenl. Atg9A. LC3 [Mixf KirEH L, HH
Angll R E2 10-7mmol/L i, FIREE FRIEEIE 2 &R . Angll SIBHT TG A e DUV 4E Lb 2 fi
RN, FREE A& Bel-2 MREREWE A Angll FIE />, Bax RixmEibL . HH
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YAP1 shRNA T4t YAPL Ki&JEHEMM Angll HlB s A 44084, LR collagenl. Atg9A. LC3.
Bel-2 [RIA =I5 Angll BN RT3 YAPL i 255k, Bax RIAENZ, i TAZ R &L
AR . AR G T Y i S B [ S B B AT I 25 SR I Angll RIS AT 4E AL S . p-YAPL %
EJD, AN YAPL ARt 2,

g Angll 7ET AT 4EAIi N S ATL S2ARZE 4, H9R YAPL Rk -l HafiR b, (et YAPL #
A7, YAPL n3E5E AtgOA FRIA(E Ml sLAT 4Edm M FT s, 15 S AT AE A M e 3 R T, R AR K
BREEA, ARA4ELIR ARSI .

OR-007

LH2 4t & B R A A 4 R P B R R AL

HraE. BRI
VUMK 2 4R P B B

B 2T 4 32 BRI A0 A0 25 57 SR G RORT R A s, 3 S50 B 7 228 A B R = R R 2
H T 2T 40 B o0 358 5 s S5 G e R R LRSI, BRIk, AT S 3R 4 A o 35 I iR i B2 1)
BIEEB IS, R IRFLES 2 (Lysyl hydroxylase2, LH2) X fili £F 4401 S & e e AR o i /E F
AL .

T ATy RSN IR N UM 117 g (MLEL2) AN JEACH BT 4E4mf, #IEE LH2 /)
T4 RNA (si-LH2) . 25650 AX B4 (Control group) « 1#3EE K41 (BLM group). H3EHE
RHRIRFZWEE 2 4 (BLM+si-LH2 group). fESE&E R+& B4 (BLM+CQ group). 13K %+3-H
EIRIENS (BLM+3-MA group) , SRR IN&ER 2L, 48h. 72h FUREER4 RNA KEH, @
K qRT-PCR £l LH2,a-SMA,col 1 ,ULK1,LC3 mRNA #ik/KF-. @Western blotting £l LH2,
a-SMA, col I, ULK1,LC3,P62,Beclinel,Atg7,Atg5 %51 [HRIAZ L: ELISA K5I i Fh 4 fifg vp #2
M eI E 5% Chydroxylysylpyridinoline, HP) FIEEffiz BEmLiE 5% (lysylpyridinoline, LP) 5
B @FRmEWE 3h, 6h. 12h. 24h. 48h [ M= TR O R

23 1. BLMl#J5, LH2,a-SMA,col I mRNA FRiA/KF i, 1 B A A ULKL,LC3mRNA
Tk T HARN R EAAKFED LH2,0-SMAcol T 1 P62 A FEIIN, HWMHXEH
ULK1,LC3,Beclinel,Atg7,Atgs FiAi/>; 1 HWEHK# CQ 5t 3-MA T TJ& 4 b A i 1 &%
P62 FiAyk/>, 1 HWEACE FFRAR . #Y si-LH2 5, col I ,ULK1,LC3,Beclinel,Atg7,Atg5
Lk . 2. BLM 45, ELISA 5] HP. LP &Rt AN, #Yy si-LH2 B [ 1k FH b
A CQ 8L 3-MA THUaMbre LB G /b, JoHE HP EmEE, HARIH¥E X (P<0.01) . 3.
BLM )5, 7E 6h N a] g3 [ WS e, 12h BHEWiE 2%, 4y si-LH2 85 3 WK CQ 8%
3-MA, HWETHIE R E = b .

g8 MERAIEE 2 BT AN, b R e EE AT R, AT ks AR JE AT R, kb 4H
A 38 o I SR AR, R AT AR AL, ASHIE TN AR AR A IR R AE WL R B B R A

OR-008

N8 7 R 4ARE#R[5) circELP2—miR-630 ME A4

BEDE L FERBL RIEA S, TRIERE S, BKAR 2, AU
1. VN R A P s = Bt I PR 9P B, 3561 256603
2. WM B 27 e i s I Bt PPV 5 8 EE R 2 A, 5601 256603
3. MBS R 2 2 B A Stk R 2 &R, Ml & 264003

HE fiigt4Etk. (Pulmonary fibrosis, PF) & —F R & 26 S AT VERP IR R e, Ik
RIRFEFAPEC TR R &, PR KRR T KIE TR RE RSN, MR MEIT T8, i, B
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Bl e R AL R SR B VR T 5 JE N L NS 1R) 78 B T 48 g (human umbilical cord
Mesenchymal Stem Cells, hucMSCs) K| 2 [a] 7346 A1 G2 1 5 D RE T A N & — P Ji a7
JiiF. AW ETE R B hucMSCs Bt £F 4 E S HAE AL, iR T 4T 4 se ik 259 .
JiiE R AR R W vk /N R A AR B AL A K R B (TGF-B1) 5 5 N U5 Rl 21 4 40
Jubk MRC-5 ¥ o3 tb @ STl 4F et AR . R & AR ENEE . SRR e & PCR A 4N sa
IHERIRE S, HRE fil Masson Y5 L= INRELICHT AL hucMSCs B RUR . il
io F PRI ek AT R S 56 K 3 RSz, 31T hueMSCs o fili £ 4E 4k 1 1 AL -

&R 1. hucMSCs BRI AR BERPAEIIER

INEDIER MicroCT if%. H&E il Masson #ethst BB R, SXHRAAMHE, hucMSCs 43 5 1)
/NIRRT D, IR S 1S B R, Il 900 B B, hucMSCs R 97T
SRR AT Ak . R R ER R . AR 5 KR A 25 92560 B hucMSCs AT LA LR
UM R BT, TR, KRR IS . hucMSCs EAR N 4B A B3 (i 40 A

2. hucMSCs e F i circELP2 W24 4:4k

SEIT 9% 2 B PCR 45 3 B circELP2 78 TGF-B1 #AYH ik i, 4 hucMSCs iRi7 R & 1
W BEFREN L. AN ETR SRR & A st REW, HRIE circELP2 358 T i 4F4E LA
KEE. BN EANRIA, EIE circELP2 o] LR UL AR 2F 4 40 f 6 5 . 3T, i
hucMSCs HIVaT71E R .

3. hucMSCs #[f] circELP2-miR-630 Bt ftisf 44k

RNA Jx L Alifbszatah B 2R, circELP2 #E I fff miR-630. #RSLIRER circELP2 5 miR-630
AR R, FEAFENEELS BER, miR-630 A mimic FEAK T LT 4efb B A &
MR AMRIE . ARGHEITR SRR A LR BRI, miR-630 MUY mimic m LAHHI L
AT YEN I TE . IR, SER PO E B PCR 45 R /R miR-630 7 TGF-BL R FRIA R, &
hucMSCs 8J7 a3 L. SAFENEE (et « R . R A sLi gk e
HeEESLIGIER] T hucMSCs #[f) circELP2-miR-630 o3 ifi £ 4E4k,

S N 1] 78 5 T-4H M4 5] circELP2-miR-630 M 2144k, ] LAVE 92T 44k i fige e 1697 24
Yo

OR-009
IERFEREA&ER 5 (FABPS) @BidiiE I 458 R 4mpard
ThEEHDH LT 4 L BV 1E R RANEIF R

FHT L MO L XIFER T ESHY 2 A L AL et
1 HEERER S
2. 7SI

B R A VERTET 440 B ATER 1 I A F T A R T 775, DRI A A5 477 (4 B L PR 2R
ST LB 2T AL AR BT RSN o BT 11 Bt b e A (AT 2) m i R A I e 1
S E AR S M AT AR B BERE I OG . BATE L A W R DR IR 45 &5 H 5 (FABP5) fE
IPF B i 2 Rk WAE PR, 1 FABPS Xt AT2 4331 32 B2 3R 1 15 M i AR A R IR T8 15 1R i 153
MT1e AWTFANELHTE FABPS (el 4 Bt Re i /R HT LS HL R b B 40 iR oA Qs L ok
8] FABPS X Il 4F AL I 5Ema . AHIE T2 1 UK \PF S IR RRARIMARSE &, B S NIl 2 40 i
RPN P v i Y

FEE I H] B e s 4 2770 i FABPS 7E N ZH 2V R 2R A g rh (3R 05 s 1R R S R li4T
HEAL /D SRR BEAT P AT AR A0 s A PR AR . SRR ThRENSE . W4 Al 234, micro-CT.
aPCR, WB Z5J5 53T 704 1RSSR IPF W NSRS = V), 42 FABPS Tl Ja #EAT 30 i)
T UEMMEIE AR, A4, gPCR, WB, MRt AL YELRPR A4 A4 oh s SR MiliiE
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R4, BLM iSRRI HRAAEAR, %5, seahorse, ALY FABPS Xf L5
Y B R E

R O FABPS 7R N K IEH /N 2R 1 By b i s ik, 78 IPF 83 & BLM 75 S/l
YL R Rk B3 N, @ FABPS #£ BLM BB L Aurh £k T, %A
FABPS5 mJ{&# I & ik BLM #ifn . OFE/NRARNIEFRIA FABPS Al jkfE BLM 75 Sl 4F
e/ N ERRE . @idRIE FABPS w4l IPF k& DI EImH S b A 4ib R FRIRIE. G
FABPS i it 1 4% 2 R D B8 S i o AR R 47 b 57 200 P e 52 45 493 3
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OR-011
The methyl-CpG-binding domain 2 facilitates pulmonary
fibrosis by orchestrating fibroblast to myofibroblast
differentiation

Yi Wang
the Department of Respiratory and Critical Care Medicine, Tongji Hospital, Tongji Medical College, Huazhong
University of Sciences &amp; Technology

Objective Although DNA methylation has been recognised in the pathogenesis of idiopathic
pulmonary fibrosis (IPF), the exact mechanisms are yet to be fully addressed.

Methods Studies were conducted in IPF patients and fibroblast specific Mbd2 knockout mice to
dissect the role of Mbd2 and DNA methylation in pulmonary fibrosis pathogenesis. An BLM—
induced pulmonary fibrosis model was used to address the effect of Mbd2 deficiency on
pulmonary fibrosis development. Next, the effect of Mbd2 deficiency on fibroblast activation and
related signaling pathways was investigated to demonstrate the underlying mechanisms.

Results Herein, we demonstrate that lungs originated from IPF patients and mice after
bleomycin (BLM)-induced pulmonary fibrosis are characterised by altered DNA methylation along
with overexpression in myofibroblasts of methyl-CpG-binding domain 2 (MBD2), a reader
responsible for interpreting DNA methylome-encoded information. Specifically, depletion of Mbd2
in fibroblasts or myofibroblasts protected mice from BLM-induced pulmonary fibrosis coupled
with a significant reduction of fibroblast differentiation. Mechanistically, transforming growth factor
(TGF)-B1 induced a positive feedback regulatory loop between TGF- receptor | (TBRI), Smad3
and Mbd2, and erythroid differentiation regulator 1 (Erdrl). TGF-B1 induced fibroblasts to
undergo a global DNA hypermethylation along with Mbd2 overexpression in a TRRI/Smad3
dependent manner, and Mbd2 selectively bound to the methylated CpG DNA within the Erdrl
promoter to repress its expression, through which it enhanced TGF-B/Smad signalling to promote
differentiation of fibroblast into myofibroblast and exacerbate pulmonary fibrosis. Therefore,
enhancing Erdrl expression strikingly reversed established pulmonary fibrosis.

Conclusion Collectively, our data support that strategies aimed at silencing Mbd2 or increasing
Erdrl could be viable therapeutic approaches for prevention and treatment of pulmonary fibrosis
in clinical settings.
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OR-014
A nomogram based on clinical factors and CT radiomics
for predicting anti-MDA5+ DM complicated by RP-ILD

Yanhong Lit,wen deng?,Yubin Luo?,Yinlan Wu',Lu Cheng? xiuping liang*,fang wang?,Zixing huang?,Chunyu
Tanlyi liut
1. Department of Rheumatology & Immunology, West China Hospital, Sichuan University
2. Department of Radiology, West China Hospital, Sichuan University, Chengdu, China.
3. Department of Research and Development, Shanghai United Imaging Intelligence Co., Ltd. Shanghai, China

Objective Anti-melanoma differentiation-associated gene 5 (anti-MDADbS) antibodypositive
dermatomyositis (DM) complicated by rapidly progressive interstitial lung

disease (RP-ILD) has a high incidence and poor prognosis. The objective of this study
was to establish a model for the prediction and early diagnosis of anti-MDA5+ DMassociated
RP-ILD based on clinical manifestations and imaging features.

Methods A total of 103 patients with anti-MDA5+ DM were included. The patients were
randomly split into training and testing sets of 72 and 31 patients, respectively. After
image analysis, we collected clinical, imaging, and radiomics features from each patient.
Feature selection was performed first with the minimum redundancy and maximum
relevance (MRMR) algorithm and then with the best subset selection method. The final
remaining features comprised the radscore. Then, a clinical model and imaging model
were constructed with the selected independent risk factors for the prediction of non-
RP-ILD and RP-ILD. We also combined these models in different ways and compared
their predictive abilities. A nomogram was also established. The predictive

performances of the models were assessed based on receiver operating characteristic
curves, calibration curves, discriminability, and clinical utility.

Results The analyses showed that 2 clinical factors, dyspnea (p = 0.000) and duration of iliness
in months (p=0.001), and 3 radiomics features (p = 0.001, 0.044, 0.008, separately)
were independent predictors of non-RP-ILD and RP-ILD. However, no imaging

features were significantly different between the two groups. The radiomics model built
with the 3 radiomics features performed worse than the clinical model and showed areas
under the curve (AUCs) of 0.805 and 0.754 in the training and test sets, respectively.
The clinical model demonstrated a good predictive ability for RP-ILD in MDA5+ DM
patients, with an AUC, sensitivity, specificity, and accuracy of 0.954, 0.931, 0.837, and
0.847 in the training set and 0.890, 0.875, 0.800, and 0.774 in the testing set,
respectively. The combination model built with clinical and radiomics features

performed slightly better than the clinical model, with an AUC, sensitivity, specificity,

and accuracy of 0.994, 0.966, 0.977, and 0.931 in the training set and 0.890, 0.812,
1.000, and 0.839 in the testing set, respectively. The calibration curve and decision
curve analyses showed satisfactory consistency and clinical utility of the nomogram.
Conclusion Our results suggest that the combination model built with clinical and radiomics
features could reliably predict the occurrence of RP-ILD in MDA5+ DM patients.
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OR-015
Association of family sequence similarity gene 13A gene
polymorphism and interstitial lung disease susceptibility:
A systematic review and meta-analysis

Yinan Hu!,zhen Li?,Huaping Dait,Yanhong Ren?
1. Department of Respiratory and Critical Care Medicine, China-Japan Friendship Hospital
2. National Center for Respiratory Medicine; National Clinical Research Center for Respiratory Diseases; Institute
of Respiratory Medicine, Chinese Academy of Medical Sciences; Department of Pulmonary and Critical Care
Medicine, Center of Respiratory Medicine, China-Japan Friendship Hospital, Beijing, P.R. China.

Objective Among precent reports, the T/G allelic variation at the rs2609255 locus of the family
sequence similarity gene 13A (FAM13A) was considerable associated with susceptibility to
interstitial lung diseases (ILDs). In this study, for the first time, to explore the susceptibility of
ILDs, we summarized relevant studies and applied a meta-analysis to explore whether the
polymorphism of the rs2609255 site of the FAM13A gene can be utilized to predict susceptibility
to idiopathic pulmonary fibrosis (IPF) patients or rheumatoid arthritis associated interstitial lung
disease (RA-ILD) or silicosis patients in different populations.

Methods We compared the frequency of G allele on rs2609255 site of FAM13A between the
control subjects and IPF or RA-ILD or silicosis patients from different races by using a meta-
analysis. The protocol of this systematic review and meta-analysis was adopted by following the
recommendations of the Preferred Reporting Items for Systematic Review and Meta-analysis
Protocol (PRISMA-P). The meta-analysis involved a total of 9 studies and 14 independent
analyses of subgroups, including 5 IPF studies involving 7639 controls and 2848 patients and 3
other ILD studies (including 2 RA-ILD study and 2 silicosis studies) involving 1096 patients and
2542 controls. We conducted separate meta-analyses for specific race, including European,
Asian, non-Hispanic populations in American and Hispanic white populations.

Results In all individuals, the mean frequency was 25.75% of the G allele in the rs2609255
polymorphism in the control subjects. After dividing by ethnicity, the G allele was highest in Asian
controls (52.22%) and lowest in Hispanic white people (14.39%), and a substantial link between
the G allele of the FAM13A rs2609255 polymorphism and IPF (OR 1.47, 95% CIl 1.33-1.63,
p<0.00001) was indicated. Furthermore, analysis stratified by race illustrated that in Asians (OR
2.63, 95% CI 1.81-3.81, p<0.00001), Hispanic white people (OR 2.30, 95% CI 1.42-3.72, p =
0.0007) and non-Hispanic white people of American (OR 1.37, 95% CI| 1.22—-1.54, p = <0.00001),
the G allele was significantly correlated with the incidence of IPF; in contrast, in Europeans (OR
1.27, 95% CIl 0.89-1.83, p =0.19), it had no considerable correlation with the incidence of IPF.
Furthermore, analysis based on the dominant, recessive, and additive models revealed the
similar pattern of FAM13A G alleles in Asians and Hispanic white people, suggesting a possible
association between the G allele at the FAM13A locus rs2609255 and IPF. There were only 2
studies related to silicosis, but also the FAM13A rs2609255 G allele was not correlated with the
incidence of silicosis (OR 1.20, 95% CI 0.99-1.46, p = 0.07); on contrast, there was a correlation
with the two studies on RA-ILD (OR 3.27 95% CI 1.26-8.49, p=0.01).A funnel plot demonstrated
that the correlation between the rs2609255 site of the FAM13A gene and ILD, and the graph was
basically symmetrical.

Conclusion In conclusion, this is the first meta-analysis which provides evidence that the G
allele mutation at rs2609255 of the FAM13A gene confers different susceptibility to ILDs in
different populations or disease subclassification. For IPF in Asian, non-Hispanic American and
Hispanic white individuals and RA-ILD in European individuals, there were more significant
relation. However, we firstly indicated it seems that little association was demonstrated between
FAM13A gene polymorphism and susceptibility to silicosis in China by meta-analysis.
Furthermore, our findings indicated that further research is needed on the association of
FAM13A polymorphisms with susceptibility in other populations and in ILDs other than IPF, and
the differences in susceptibility to disease by race were noteworthy.
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OR-016
INcCRNA ADAMTS9-AS2 inhibiting pulmonary fibrosis
progression by miR-129-5p/BMPR2 in IPF

Shuwei Gao?,Ye Cui®Jing Geng?,Huaping Dai?
1. China-Japan Friendship Hospital, Capital Medical University
2. China-Japan Friendship Hospital
3. Capital Medical University

Objective Idiopathic pulmonary fibrosis (IPF) is a chronic and progressive pulmonary disease of
unknown etiology. The pathogenesis of IPF remains elusive, and there is a lack of effective
therapeutic approaches. Therefore, it is crucial to understand the molecular mechanisms
underlying the development of IPF and to establish disease-specific therapeutic strategies.
Recent technological advances in gene chips, high-throughput sequencing, and bioinformatics
analysis have enabled the identification of non-coding RNAs and their interactions with target
MRNAs in various diseases. Accordingly, investigating the mutual regulatory network of non-
coding RNAs and their target genes in IPF could provide novel diagnostic and therapeutic
avenues for this debilitating disease.

Methods Following collection of lung tissue samples from 5 IPF patients and 3 normal donors,
gene microarray technology was utilized to identify differentially expressed genes between the
IPF and control groups. Raw microarray data was normalized and differential expression of
ncRNA and mRNA genes was screened using a significance threshold of P < 0.05 and |log2
FC]| >0.45. Visualization and functional enrichment analysis of the differentially expressed genes
was then performed. To establish the INCRNA-miRNA-mRNA ceRNA network of IPF, the target
miRNA of IncRNA and downstream target mRNA were predicted using a miRNA prediction
database and analyzed in combination with the microarray data. The cellular localization of
ADAMTS9-AS2 and BMPR2 and their expression levels in human lung tissues were assessed
using IF-FISH and RT-qPCR. The expression levels of Fibronectin, Vimentin, a-SMA, and
BMPR2 proteins were detected using western blot. Biological functions of the ADAMTS9-
AS2/miR-129-5p/BMPR2 axis were examined through in vitro Transwell assay, TUNEL assay,
and flow cytometry, and the effects of ADAMTS9-AS2 on pulmonary fibrosis were verified in a
bleomycin mouse model in vivo. Finally, the interaction between ADAMTS9-AS2, miR-129-5p,
and BMPR2 was confirmed using a dual luciferase reporter assay.

Results After normalizing the raw gene microarray data, a total of 929 differentially expressed
ncRNAs and 1461 mRNAs were identified between the IPF group and the normal control group,
with 384 ncRNAs up-regulated and 545 down-regulated in IPF tissues, and 559 mRNAs up-
regulated and 902 down-regulated (P < 0.05 and |log2 FC| >0.45). The IncRNA-miRNA-mRNA
ceRNA network constructed from these results consisted of 10 core IncRNAs, 35 miRNAs, and
166 mMRNAs. In human lung tissues, key INCcRNA ADAMTS9-AS2 was down-regulated in IPF
compared to normal lung tissues, and silencing ADAMTS9-AS2 promoted EMT, increased
expression of Fibronectin, Vimentin, and a-SMA proteins, and enhanced migration and apoptosis
of A549 and BEAS-2B cells. The pro-fibrotic effect caused by ADAMTS9-AS2 knockdown was
partially reversed by miR129-5p inhibitor. In vivo experiments showed that AAV-ADAMTS9-AS2
overexpression attenuated lung tissue fibrosis and collagen deposition in bleomycin mice.
Furthermore, dual luciferase assay confirmed that ADAMTS9-AS2 positively regulated BMPR2
expression through its ceRNA mechanism by competitively binding to miR-129-5p.

Conclusion In the present study, we utilized gene microarray analysis to identify differentially
expressed genes in control lung tissues of idiopathic pulmonary fibrosis (IPF) patients. Using this
approach, we constructed a ceRNA network consisting of long non-coding RNAs (IncRNAS),
microRNAs (miRNAs), and messenger RNAs (mRNAs), which provided evidence for the mutual
crosstalk of various RNA types in regulating the progression of pulmonary fibrosis. Our findings
indicate that the ADAMTS9-AS2/miR-129-5p/BMPR2 axis plays a critical role in the development
of IPF by regulating epithelial-mesenchymal transition (EMT) and apoptosis. Collectively, the
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IncRNAs, miRNAs, and mRNAs identified in this study represent potential candidate genes for
IPF prevention, diagnosis, and treatment.
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PO-003
Clinical characteristics of hospitalized lung cancer patients
concomitant with idiopathic pulmonary fibrosis

Xiangning Liu,Ruxuan Chen,Yang Zhao,Chi Shao,Hui Huang,Ji Li,Kai Xu,Mengzhao Wang,Zuojun Xu
Peking Union Medical College Hospital

Objective Lung cancer (LC) is a common and lethal comorbidity of idiopathic pulmonary fibrosis
(IPF). Conversely, IPF is also a severe comorbidity of LC. Concomitant IPF severely interferes
with the management of LC in patients, which increases the risk of complications for surgery,
targeted therapy and immunotherapy. Physicians are facing great challenges in the management
of LC in IPF patients. To improve the prognosis of LC patients with concomitant IPF, it is
important to first determine the clinical characteristics of these patients.

Methods A retrospective analysis was conducted on the clinical characteristics of hospitalized
LC patients with IPF from 2014 to 2021. LC was confirmed with pathological diagnoses, and IPF
was diagnosed with classical chest computed tomography (CT) imaging and clinical
manifestations. Emphysema was identified as a region of low attenuation not bounded by visible
walls on the CT image.

Results During this period, 92 patients were diagnosed with LC with concomitant IPF (LC-IPF)
after a detailed review of their medical records and chest CT scans. There were 5 females and
87 males, aged 67.99+7.51 years [range: (49-89) years, and the majority (79 patients, 85.9%)
were older than 60 years], and 82 patients had a history of smoking. Among them, 41 patients
were current smokers and 41 patients were ex-smokers. The smoking index was 800packs/year
(500, 1200). There were obvious signs of emphysema in 69 patients. There were 51 LC-IPF
patients (55.4%) who had one or more comorbidities. IPF was diagnosed before LC in 27
patients and simultaneously diagnosed with LC in 65 patients. Only 6patients (6.5%) had
clubbing. At the diagnosis of LC, the average pulse oxygen saturation at rest was 94.33+2.43%,
and 9 patients had a pulse oxygen saturation lower than 90%. After IPF diagnosis, 11 patients
received high-dose N-acetylcysteine, and 6 were prescribed antifibrotics (pirfenidone or
nintedanib). Most LC-IPF patients in the study had late-stage LC, including 52 stage IV cases
and 24 stage lll cases. Common pathological patterns of LC were adenocarcinoma (35 cases,
0.4% of all adenocarcinoma cases during that period), squamous cell carcinoma (29 cases, 1.7%)
and small cell lung cancer (29 cases, 2.1%). Surgery was performed in 20 patients. Three
patients suffered from AE-IPF after the surgery, however all of them survived. Nonsurgical
treatment for LC included chemotherapy (70 cases), immunotherapy (20 cases), targeted
therapy (15 cases) and radiotherapy (11 cases). The median overall survival was 310 days
(183days, 523 days) for all LC-IPF patients, ranging from 22days to 3945days. Thirteen LC-IPF
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patients died from the progression of LC and/or IPF, none of whom underwent resection surgery.
Six patients died of LC progression, 5 patients died of IPF progression, 1 patient died of both LC
and IPF progression, and 1 patient died of pulmonary embolism.

Conclusion Most LC-IPF patients in this study were older males that had a history of smoking
and presented with emphysema. Underdiagnosis of IPF was common among LC-IPF patients,
and a substantial percentage of the IPF patients were not treated with antifibrotic drugs.
Chemotherapy was the most common treatment. The progression of LC and/or IPF was the main
cause of death.

PO-004
The analysis of research frontier and hottopics about
progressive pulmonary fibrosist based on the Bibliometric
and Visual Analysis

Xin Liu,Xinyue Zhou,Xiaocong Zhang,Shuo Liu
The Fourth Hospital of China Medical University

Objective Based on the literatures about progressive pulmonary fibrosist (PPF) published from
2000-2022, the aim of this study was to analyze papers in PPF research from 2000 to 2022 using
bibliometric and visual methods, analysis the research frontier and hottopics about PPF and
present an overview of global research trends.

Methods English articles in PPF published from 2000 to 2022 were retrieved from the Web of
Science Core Collection database (WOS) using the search terms “progressive fibrotic interstitial
lung disease", "progressive pulmonary fibrosis”, "PF-ILD", "progressive fibrosing interstitial
lung disease" and "the progressive fibrotic phenotype”. Bibliometric analysis and data
visualization were performed applying by CiteSpace, VOSviewer, Bibliometrix and other
softwares, based on publication year, country of publication, affiliated institution, author, journal,
citations and keywords, getting construction co-citation network, co-occurrence network, hotspots
map and cluster map.

Results A total of 290 documents were included after retrieving Subject Headings in the WOS.
Overall, the number of publications in the field of PPF research had shown an
fluctuating growth trend in recent years. During the period from 2000 to 2022, the United States
contributed the most to the field of PPF research, which country with the most publications and
the most citations, followed by Japan and France . In addition, the United States had the
greatest overall intensity of the cooperation with other countries, with Germany cooperating the
most. The top two institutions that had contributed the most to the PPF research field were Royal
Brompton Hospital and National Jewish Health. The most influential journal was FRONTIERS IN
MEDICIN which with the most publications, and AMERICAN JOURNAL OF RESPIRATORY
CELL AND MOLECULAR BIOLOGY which total citations ranked first. The author with the largest
number of published papers was KREUTER M and WANG J. The cluster of co-citation network
mainly included idiopathic pulmonary fibrosis, other name, pulmonary fibrosis, lung microbiome,
human lung fibroblast and treatment. Clinical trials, efficacy and safety of drugs (pirfenidone and
nintedanib) were attractive research directions. Official practice guidelines had the strongest
burst. The 95 keywords were divided into 4 clusters: “idiopathic pulmonary fibrosis”, “expression”,
“pirfenidone”, and “double blind”. In the past two years, the theme evolution mainly includes
mechanism, systemic-sclerosis, TGF-B, activation and cryobiopsy. Among them, systemic
sclerosis had the high centrality and density which means it was in a rapid stage of evolvement.
Transbronchopulmonary cryobiopsy instead of surgical lung biopsy may be possible and
accepted in the future. The main hotspots with the highest outbreak intensity, which were still
ongoing, include the following: Conducting double-blind trials to evaluate the clinical efficacy and
safety of drugs, as well as factors affecting prognosis; attention to survival in PPF patients with
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different comorbidities; mechanism study and detection management of PPF patients associated
with systemic sclerosis.

Conclusion With the deepen understand of radiology and histopathology of interstitial lung
disease, the diagnostic criteria and disease spectrum of progressive pulmonary fibrosis had been
clarified. In recent years, the hotspots were mainly around diagnosis, treatments and double-
blind trials. And the future research direction tends to be clinical trials of drugs and inspection
method.
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PO-006
Integrative analysis reveals the recurrent genetic etiologies
in idiopathic pulmonary fibrosis

Lv Liu,Hong Luo,Hong Peng
the second Xiangya Hospital of central south university

Objective Idiopathic pulmonary fibrosis (IPF) is increasingly recognized as a chronic,
progressive, and fatal lung disease with an unknown etiology. Current studies focus on revealing
the genetic factors in the risk of IPF, making the integrative analysis of genetic variations and
transcriptomic alterations of substantial value.The aim of this study was to improve the
understanding of the molecular basis of IPF through an integrative analysis of whole-exome
sequencing (WES), bulk RNA sequencing (RNA-seq), and single-cell RNA sequencing (SCRNA-
seq) data.

Methods WES is a powerful tool for studying the genetic basis of IPF, allowing for the
identification of genetic variants that may be associated with the development of the disease.
RNA-seq data provide a comprehensive view of the transcriptional changes in IPF patients, while
scRNA-seq data offer a more granule view of cell-type-specific alterations.

Results In this study, we identified a comprehensive mutational landscape of recurrent genomic
and transcriptomic variations, including SNPs, CNVs, and differentially expressed genes, in IPF
populations, which may play a significant role in the development and progression of IPF. 19,425
deleterious SNPs and 9,403 Indels in the IPF cohort, exhibiting a population variant allele
frequency (VAF) below 0.01. The majority of deleterious SNPs were missense variants
(n=17,503; 90.1%), followed by nonsense variants (n=1,211; 6.2%) and splice region variants
(n=711; 3.7%). Among the detected Indels, frameshift mutations were most common (n=4,422;
47.0%), followed by deletions (n=2,565; 27.3%) and in/out-of-frame insertions (n=2,416; 25.7%).
On average, each patient presented 156.7+11.6 deleterious SNPs and 75.8+8.0 Indels in the
analysis. A non-uniform distribution of these variants, with an overrepresentation of deleterious
SNPs and Indels on chromosomes (Chr) 7, 11, 12, 17, and 19, even after accounting for
chromatin length.

Conclusion Our study provided valuable insights into the genetic and transcriptomic variations
associated with IPF, revealing changes in gene expression that may contribute to disease
development and progression. These findings highlight the importance of an integrative approach
to understanding the molecular mechanisms underlying IPF and may pave the way for the
identification of potential therapeutic targets.

PO-007
Circulating Tumor Markers as Predictors of Disease
Severity and Progression in Patients with Connective
Tissue Disease-Associated Interstitial Lung Disease

Yuanying Wang,Di Sun,Huijuan Wang,Yawen Song,Na Wu,Qiao Ye
Beijing Chao-Yang Hospital, Capital Medical University

Objective This study aimed to investigate the potential value of circulating tumor markers in
patients with connective tissue disease-associated interstitial lung disease (CTD-ILD) to identify
progressive pulmonary fibrosis (PPF) and predict prognosis.

Methods A retrospective evaluation was conducted on patients with CTD-ILD at Beijing Chao-
Yang Hospital. The serum levels of various tumor markers including squamous cell carcinoma
antigen, carcinoembryonic antigen, cytokeratin fraction 21-1, CA125, neuron-specific enolase
(NSE), and CA724 were compared between patients with and without PPF. Logistic regression
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and receiver operating characteristic (ROC) curves were used to assess the strength of tumor
markers in identifying PPF. Correlation analysis was performed to explore associations between
tumor markers, inflammation indexes, and lung function measures. The prognostic predictive
value of tumor markers was evaluated using survival analysis.

Results A total of 224 patients with CTD-ILD were included in the analysis. Among them, 161
(71.9%) patients were classified into the non-PPF group, while 63 (28.1%) were classified into
the PPF group during a median follow-up of 36 months. Serum carcinoembryonic antigen (CEA)
was the only marker significantly overexpressed in patients with PPF (median level 2.09 ng/mL in
PPF versus 1.48 ng/mL in non-PPF, p = 0.002). The area under the ROC curve for squamous
cell carcinoma antigen, CEA, CA19-9, SF, AFP, cytokeratin fraction 21-1, CA125, NSE, and
CA724 was 0.524, 0.635, 0.500, 0.550, 0.541, 0.507, 0.579, 0.544, and 0.503, respectively. The
predicted diffusing capacity of the lungs for carbon monoxide (DLCO-SB%) showed a negative
correlation with serum CEA levels (r = -0.23, p = 0.002). CEA exhibited a specificity of 93.17%
for diagnosing PPF at the recommended normal level (5 ng/mL). Elevated serum CEA levels
were identified as an independent risk factor associated with all-cause mortality and acute
exacerbation in patients with CTD-ILD.

Conclusion Circulating CEA may serve as an accessible and beneficial biomarker for evaluating
disease progression and predicting prognosis in patients with CTD-ILD.

PO-008
Targeting the acid sphingomyelin/ceramide signaling
pathway to alleviate silica-induced pulmonary fibrosis

Ruimin Ma,Di Sun,Jingwei Wang,Xiaoxi Huang,Na Wu,Qiao Ye
Department of Occupational Medicine and Toxicology, Clinical Center for Interstitial Lung Diseases, Beijing
Institute of Respiratory Medicine, Beijing Chao-Yang Hospital, Capital Medical University

Objective This study aimed to investigate the potential effects of acid sphingomyelinase
(aSMase) and its sphingomyelin hydrolysate ceramide (Cer) on silica-induced pulmonary fibrosis.
Methods Omics analysis, a silica-induced mice model, and in vitro experiments were employed
to examine the expression of key enzymes and metabolites involved in the aSMase/Cer signaling
pathway. Exogenous Cer and high expression of SMPD1, which encodes aSMase, were
administered in vivo and in vitro, respectively.

Results The levels of sphingomyelin, aSMase, and Cer were found to be reduced in silica-
induced mice silicosis compared to controls. Moreover, lung fibroblasts showed decreased levels
of aSMase and Cer following stimulation with TGF-B1. Phagocytosis of silica particles by
macrophages promoted lung fibroblast transdifferentiation and activated the aSMase/Cer
signaling pathway. Intervention with Cer and adeno-associated virus-mediated high expression
of SMPDL1 in vivo resulted in a reduction in collagen content within silicotic nodules and a
decrease in the number of large nodules. Furthermore, Cer supplementation and SMPD1
overexpression attenuated the expression of fibrotic genes in TGF-B1-induced lung fibroblast
activation. Cer intervention and SMPD1 overexpression in lung fibroblasts led to decreased
proliferation and migration ability, along with increased apoptosis.

Conclusion aSMase and Cer were downregulated in silica-induced lung fibrosis. Exogenous Cer
or SMPD1 overexpression can alleviate silica-induced pulmonary fibrosis.
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PO-009
Clinical characteristics of hypersensitivity pneumonitis:
non-fibrotic and fibrotic subtypes

Xueying Chen,huaping dai
China-Japan Friendship Hospital

Objective *The present study aimed to summarize differences in clinical characteristics and
prognosis between NFHP and FHP and explore factors associated with the presence of fibrosis.
Methods Patients enrolled in this study derived from one prospective cohort study, who were
screened from January 2017 to August 2021. The diagnosis of HP was determined through
multidisciplinary team discussion. Comparison of clinical features between NFHP and FHP were
made. Survival between NFHP group and FHP group was compared using Kaplan-Meier
analysis. Logistic regression analysis was performed to explore factors associated with the
presence of fibrosis.

Results A total of 202 HP patients were enrolled, including 87 (43.1%) NFHP patients and 115
(56.9%) FHP patients. FHP patients were older and more frequently presented with dyspnea,
crackles, and digital clubbing than NFHP patients. Also, FHP patients have higher serum level of
several tumor markers, sever impairment of lung function and lower percentage of BALF
eosinophils than NFHP patients. BALF lymphocytosis was present in both groups, but it was less
pronounced in the FHP group than NFHP group. 12 patients suffered from adverse outcomes
and all of these patients were FHP. Univariate and multivariate regression analyses revealed that
age =65 years, percentage of lymphocytes in BALF <20%, and percentage of eosinophils in
BALF 21.75% were factors associated with the presence of fibrosis in HP.

Conclusion This study summarized the differences of clinical features and prognosis between
NFHP and FHP patients. Level of several serum tumor markers in FHP patients were higher than
NFHP patients. Age =65 years, percentage of lymphocytes in BALF <20%, and percentage of
eosinophils in BALF 21.75% were factors associated with the presence of fibrosis in HP.

PO-010
Glutamine metabolism is required for alveolar regeneration
during lung injury

Xue Li
Haihe Hospital, Tianjin University

Objective Abnormal repair after alveolar epithelial injury drives the progression of idiopathic
pulmonary fibrosis (IPF). The maintenance of epithelial integrity is based on self-renewal and
differentiation of alveolar type 2 (AT2) cells, which require sufficient energy. However, the role of
glutamine metabolism in the maintenance of the alveolar epithelium remains unclear. In this
study, we investigated the role of glutamine metabolism in AT2 cells of patients with IPF and in
mice with bleomycin-induced fibrosis.

Methods Single-cell RNA sequencing (scRNA-seq), transcriptome, and metabolomics analyses
were conducted to investigate the changes in the glutamine metabolic pathway during pulmonary
fibrosis. Metabolic inhibitors were used to stimulate AT2 cells to block glutamine metabolism.
Regeneration of AT2 cells was detected using bleomycin-induced mouse lung fibrosis and
organoid models.

Results Single-cell analysis showed that the expression levels of catalytic enzymes responsible
for glutamine catabolism were downregulated (p < 0.001) in AT2 cells of patients with IPF,
suggesting the accumulation of unusable glutamine. Combined analysis of the transcriptome (p <
0.05) and metabolome (p < 0.001) revealed similar changes in glutamine metabolism in
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bleomycin-induced pulmonary fibrosis in mice. Mechanistically, inhibition of the key enzymes
involved in glucose metabolism, glutaminase-1 (GLS1) and glutamic-pyruvate transaminase-2
(GPT2), leads to reduced proliferation (p < 0.01) and differentiation (p < 0.01) of ATZ2 cells.
Conclusion Glutamine metabolism is required for alveolar epithelial regeneration during lung
injury.
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JFiE WAEMES CT 4R, YR/ FuLgES CRFZEAE) B S0 B R IS 5 /NS i
AT, T R AR G B A S TE A O A R SR IR R A E . IRl e BE 2010 4F 1 A & 2020 4 6 H
AL R 22— B 2 ANCA AHSGHE I 58 B3 IR LR AIBE Vi 5, LB I AN G IF
AN AR BB I PRAFAE R T

gE R 71 359 FIHTZ Wi 52 2L ANCA MO S 2 B b, 92 ] (25.6%) A /NTIERA,
Hrp 79 4 (85.9%) HFH NPT MPO-ANCA HitikFHYE, 9 # (9.8%) APt PR3-ANCA HifkBH M,
2 15 (2.2%) N MPO-ANCA F14ii PR3-ANCA AT . ST/ EWmA K EEMLL, &9
INRIERR P EEEZRER., Ltk EREE, HEM (ENT) ZRHEL. FZ BVAS o HE
1o EROAFAE /NS OE R AR 1 A TR B a7 IR I ThRE AN CT Fgh A il . A7 iR,
H5/NSIERAZW B EMIL, A3 NERENEE KAWE R . PR a EE s =4
ISTAINSIER AT (U /NVSIEZ B, LHAL CT AR R %) « NEMHA T REZ B4,
ENFIERBHE; ATFFRI, ANFER AL TS E 2 BN B B R s, MR /NSIE R
AW B KIATE 2. Ak, MG ANCA 288! (51 MPO-ANCA $iti&FHYE. $iL PR3-ANCA #it
PRBHME) M Z R (MPA. GPA) BT TR, 7EHT MPO-ANCA $i A BH M 3 b i 42
BIALE R

g5 INVFIBETRA L ANCA FHICHE I 58 885 i 52 R — R R B, FFRIMHEARE 1IG
PREFAE. ANCA IR % B th O/ NV B/ B B R EE, FONWNERESXREENEK
WIT 5 AU YL B VIR OG, JCHRAEYT MPO-ANCA FHYE S E b, Bbah, INVSIEIRAR IR Al e %
925 HO k1) 3510 P B I R S

PO-017

ETHES A ERRE TR BEMERERRARTS

ENCHE NI
H R R RS B o e st s e

BHE 5002l R8T IIRSEIM LR, BRI 0 AR BT 22 1% 540 i 2 4 RS PR 25 i
IO sy, BRI ) S i T RE S S S TR B R AR KR, AR E T4 T il R 4 B R Ak
WEFEG . FL, A Bl AYE B 220755 e 451 I E VR MR RS

FiE M GEO ¥¥EE FHRA ST HAEH (n=6) MRS IEA (n=6) i gl K%K &%
GSE16538, LLKfL#& M1, M2 fil MO EMEANL13ER 4 GSE46903, [FII e BUEL & 4515 &
A BT BB ZH 40 If f R R 42 GSE83456 Al GSE42834, ifid RiE S limma 4 & 2 F R iA R H,
Ji@it CIBERSORT A M s A iz i G i, X2 5 RIAEK#IT KEGG &£, Hid
LASSO [E] 553 M A E S Wi B, Hmid 5238 TAERHIE il 2 VP4l 2 Wi e

g 1f GSE16538 &5 S E d, FATE e 189 A ALK 25 AN T ZE R RIBHER . 45
WP BB LA TR M1 EREZRAE . BIOIRAH PR CDA+T kB4R AT T, 1 M2 4
MR KRR, FRATIEE GSE46903 ZEFIEAFE] M1 FRALAHCEEEIFN M2 BRALAHOCIER, TE4h
o B A I 16 A~ ML ARAAE IR PRI R IE Bl it — BT KEGG R E £ 01T, FRA
RIX 16 D M1 WAL SR = B 5 457 NOD FE2 4415 Si@kd. A 74 E g M1 #z4k
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MIFEFREY, IRATHE GSE83456 HFE MLt 24 4~ M1 MM EIER, FEMIX 24 A~ M1 HALAH
I ik 3 N AMERZKRPF (GBP1. SERPING1 Al ANKRD22) , £ GSE42834
Bt 4 Th AT IR I S B A BT 2 Wi 5 (GBP1 AUC=0.986; SERPING1 AUC=0.99;
ANKRD22 AUC=0.99) .

g5 5T EE L BN R I ML E AT B A FAFAE, T BE H NOD FEAZ 4415 5l
BT S G500 B ANE ML M1 B4R S R] GBP1. SERPING1 Al ANKRD22 i 45459 B
BB E .

PO-018
Ground glass opacity and consolidation quantitative
features in HRCT scans are associated with the rapid
progression of interstitial lung disease in patients with
anti-MDAS antibody-positive dermatomyositis and anti-
synthetase syndrome

Hongyi Wang?,Yuhui Qiang?Min Liu2,Huaping Dai'?
1. China-Japan Friendship Hospital (Institute of Clinical Medical Sciences), Chinese Academy of Medical
Sciences & Peking Union Medical College
2. Capital Medical University - China-Japna Friendship Hospital

Objective Objective: The purpose of this study is to assess whether baseline quantitative high-
resolution computed tomography (HRCT) features of ground glass opacity and consolidation are
associated with rapidly progressive interstitial lung disease (RP-ILD) in patients with anti-MDAS5
antibody-positive dermatomyositis (MDAS) or anti-synthetase syndrome (ASS).

Methods Methods: We included ASS patients and MDAS patients from China-Japan Friendship
Hospital with HRCT and RP-ILD status to conduct this study using criteria established by
European Neuromuscular Centre in 2018 and the international consensus modified by the
American Thoracic Society declaration. We used deep learning devices to segment the lung and
obtained the quantitative features of ground-glass opacities, and consolidation areas, including
volume, mass, percentage, density, non-consolidation proportion, and heterogeneity of lesions in
segments or lobes. We also collected age, sex, pulmonary function test (PFT), and blood-gas
analysis results on the baseline. First, we compared these radiology and clinical features of the
RP-ILD group with the non-RP-ILD group using the Wilcoxon test and Chi-square test. Then, we
performed a generalized linear model to estimate the effects of these radiological features on the
RP-ILD adjusting age and sex. Moreover, we calculated Spearman&#39;s correlation of
radiological features and PTF or blood-gas analysis factors. Finally, we designed a series of
subgroups to examine whether the association of quantitative features and RP-ILD remain stable
in a specific population. The cutoff values were also generated using restricted cubic spline
regression based on logistic regression.

Results Results: 514 patients (367 females, median age 54 years) including 249 patients with
RP-ILD (165 females, median age 55 years). On the baseline, there existed a significant
difference between the RP-ILD group and the non-RP-ILD group in nearly all clinical factors
except FEV1/FVC (forced expiratory volume in one second/ forced vital capacity). Among 112
features concerning ground glass opacity and consolidation from the initial HRCT quantitative
calculation, we found 86 features were associated with RP-ILD significantly with 19 features of
non-consolidation proportion having OR (odd ratio) less than 1 after adjusting age, sex, and
subtype (ASS or MDAS5). Moreover, we found that almost all ground glass opacity and
consolidation quantitative features except non-consolidation proportion were negatively
correlated with PTF (-0.509 as the maximum correlation ratio), especially VC (vital capacity) and
DLCO (carbon monoxide diffusing capacity). We also found the relationship between volume,
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mass, and percentage in GGO and RP-ILD varied in different FVC groups (P for
interaction<0.001) while in patients less than 60 years old the density of consolidation may be a
protective factor for RP-ILD (P for interaction=0.038). Intriguingly, the association of
consolidation percent and RP-ILD might be non-linear (P for nonlinear=0.026) with approximately
2.5% as its cutoff in left and right lobes. But for GGO percent the cutoff value was 15% in
bilateral lungs.

Conclusion Conclusion: Baseline quantitative HRCT features of ground glass opacity and
consolidation are associated with rapid progression in patients with idiopathic inflammatory
myopathy-related interstitial lung disease with MDA5 or ASS.

PO-019
EREF5IRKRBREESWELRSE SIS EHRE

FEVIRE 12, (G K2 R L T
1. o B AR
2. F R b

BB Al e th FE A = E A ERR 2 —, EENANRFIEAMKIE o g, HAR R 2
W75 45 B8 AEAR B SAS 2E I B . AT 7028 T 20 il R85 L2 R A 2 I PR 22 4 0 3k AT 2 i A
Wt oy B B oy B2 Wi SE i IR A A, IR RIS WY 1 FH 4R

Tk R REKFEARNGARMBAG Z M BB (R R B B Eea . —Aihd. —
WiZbRheH: =R, MHABAZI 160 1. IGIERAF 125 1) 134T DIA FEAHFEN . EE
IMre BT, BRI, kil K, GOlcytoscape/Metacore &40 #T, Spearman 3¢
B RE T bR EWIHIE IR BENIARMAR I 2 &2 AUC-ROC it EEFRk X 2 2 50IE
R I ERE DIA B A4 2A Y R R AR il B R N R OCIR AE 2ed FE, B A g
FR AN R R S s s (W@ R . FAbEE D MR E AR (i s & E
HAL) BV B G K BEATLAR MR T 57 i B 43 b B D 2 6 v B ARG 2 iz e 2l
Fr &R AR ) 2 ] AUC B4 Al ik fd BE4H AUCO0.7795. #:7h 41 AUCO0.7065. — HZh fifi 4
AUCO0.8864. iz fiidl AUCO0.8070. —=Hzfiidl AUCO0.7538. fnAImRESE 5, B AUC
PRy Al EE— B 3T B AUC1.0000. #2204 AUCO0.7097. —HAZBJili4l AUCO0.8939. iz
filiZH AUC0.7982. =A< MiliZH AUCO0.8523.

g8 DAY R S IRREFE R A — @ R, Hodh e v SRR BRI R R EER .. @i
BEHLAR MRS B A B A1 2 22 S R AR B 5 22 S I R B0 P S 1A VR A B R AT S A RUX 4 2 W
NGk il TR

PO-020
Birt-Hogg-Dubé(BHD)EZA&TE: #rduly, 39 BIRAZPEAE
ImPRRBIRE

FATTC. XA
MBS B 2 — BB

B f-EM-HATLZE A (Birt-Hogg-Dubé syndrome, UL R iFK BHD ZEA k)& —Fh 2 W&
et R AR AL PR, LI IR R AE N i@ ML IR A . BRI R 4 B RER R
RORAMZ AR EMR . BHD h E AR S Mz NS, e KRR AL S SR R A AR R 22
S, BT E LR BHD o [ ARG RRE 5 R R a5, s e, b i pRiR 212 .
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JiiE B HT T 2020 45 9 A% 2023 45 5 AR MR =M R 58 — BB )R, IR IS I
PREFAE . PPN R SUist AL A SR ] FLCN AR S ASMIAI2 117 39 il BHD LA 1B # sk R4k, I
AT IR IRR B 7

R 39 X & BHD ZE G iE A 3L 42 PR N 48.07 X (G 19-74) %, 7 fil 5k,
35 Bl . 39 il BHD ZE & EE A, 15 FIA IR IR A S KR, 6 Bl B FHmE. 2
R Ik IR AT A pE VR B B AR AR B, 28 BIEBRFE G A A RSN, 14 flEE EEA W, H
H 3 BTSRRI, 14 WIS IEE R AR R R Y 1 B G E R AT S, 1 BT EdE, 11
BIA FREE A RGURAE . 11 B8 AT Il BV A, R BRES FURITORRE, 36 i s A
W R 7-D T34 A 335.65 (JHE 149.63-709.63) pg/mL, 39 #i] BHD %4 1iE% &) FLCN
TR FRARAL A IR Exon11/14 2R ¢.1285dupC 4, 17 65 A RA K B, 7 FlH
# FLCN 2[R AR 55 H BLTE Exon11/14.

&8 BHD ZRGiErp B B 2 R IR UK, W2 820 F, SHIA RS, AN
AR EE I R AE IR A . AP RGO DL B2 75 08 I 1K) 3 AT AN RN, DAAS [A) 4% B W U s 2
SRR, EME RS, T EERERE St E R, VEGF-D EAEAFIE. B R
BREE R BH A LG 2 ER . EIRKIZW IR LU0 H 45 WA F R (K, BHD Z4&1ES
Hore B it S0 2 W RLAR 4 ARG RRFIEAS ], 4 & FLE RGN 45 S0 . AR 224 E . AR
2R .

eP0O-001
Fii DMD BEHIH MAPK [FESEBNEERERIFSH
R HE(L

2%
JRAR LR e 56— Y P2 e

BE 464UE R RHATNEFRAREE (dystrophin, DMD) FEFEHSKE R IE S
(il T4 AL R TRV FE 20T B

J5iE M GEO ¥i¥i £ T # IPF #4542 GSE47460 GSE150910 & GSE135893, I&ilF DMD #ik,
B )5 T # IPF ¥4 GSE27957, GSE28042 il GSE93606, 7r#T DMD #is/KF5 IPF i
JaHI% . kit GSE150910 ##itE, W4 DMD Fik /KPRt Aifl, Kkea 7 A & &k
DMD #4, XA R 4.1.3 A%t 2 R AT 2 2 R 0, fR 4 22 7 2 R AT Th e & 4 4 M Fiid
PRI, K5 12 H 6-8 JAWS ) C57BLI6 /NERBENL Y Syt A FNSEIG A, Rl 6 A, SEIR/ N RAE
Wi R (bleomycin, BLM) f @ Ml4F4E bRy, B/ UM AT G s H 40 Y N
SEIN 9 E R Ol U M (RT-gPCR) K DMD I35 A1 mRNA FiA7KF. ¥ A549 41 Ky
NC-shRNA #1, BLM 41, NC-shRNA+BLM 1l DMD-shRNA+BLM 4. [ & A Ji ENZriZ A6 il
FHFELZMEE P21, FT-EA Bax, MAPK (55 8BS R A LK | B JRE ARRIE, FEMN
FH SA-B-Gal 4Lt & 2 40 M 82 4R AT o5 B9 L], VA 24 AR ARG 0 3 ZE 449 o T 40 Pk o5 )
A5

£ DMD 7f GSE47460, GSE150910 }: GSE135893 #¥# & h ¥ ym#ik, FFHFEEET I
AU 2, mRis DMD TS 2. GSE150910 #¥#Es, (A& %A DMD 43tH
147 ANZEFIER, FRFEN 3 B E EAAMM I Z AT A TR, RGBS S &2
MAPK {55 i@ #. RT-QPCR K H b2z ta s Jiit/n DMD TEfER R 15 31/ RAT£F 4L
MR NERIE (P $£<0.05) . BLM 41 A549 4Hfit i) DMD A #iA W 5T NC-shRNA 41
Al DMD-shRNA+BLM 41 (P #J<<0.05) . BLM %] A549 4iiffift] p21. Bax. p38 MAPK. p-p38
MAPK & H L& | B R B A 215K F B 5 T NC-shRNA 2041 DMD-shRNA+BLM 4 (P ¥ <
0.05) . SA-B-Gal Yeft4s H4ir BLM 2 A549 4o i1 3% 32 40 o (1) L 49 B 5 5 T NC-shRNA £ A1
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DMD-shRNA+BLM (P 34<<0.05) , JiiXAMARLE 54878 BLM 20 AS49 2 it 1) 9 1 2 fa ) LL 451 B
5T NC-shRNA 441 DMD-shRNA+BLM (P #<0.05)

25 DMD TR R 15 S/ NRIMAF e (b LN 2 53Rk, T49t DMD n] LUl I MAPK 15 518 %
IR R R 310 AS49 AU T2 FHT:, M is et 4Eb it i

eP0O-002
Lack of association between leptin concentrations and
cystic fibrosis: A meta-analysis and regression

Jie He
The First Affiliated Hospital of Chengdu Medical College

Objective Background: Leptin acts as a proinflammatory cytokine and may play an important
role in the pathophysiology of cystic fibrosis (CF). This review aimed to assess the quantitative
difference in leptin status between CF patients and non-CF controls

Methods Methods: In this study, the researchers conducted systematic searches of various
databases, such as PubMed, Excerpta Medica, Google Scholar, Web of Science, and the China
National Knowledge Infrastructure. The data collected from the above databases were assessed
using the Stata 11.0 and R 4.1.3 software. The correlation coefficients and the Standardized
Mean Differences (SMD) were employed to assess the effect size. A combination analysis was
also carried out with the help of either a fixed-effects or random-effects model. In addition, the
single-cell sequencing GSE193782 dataset was obtained to determine the mRNA expression
levels of LEP and LEPR in the bronchoalveolar lavage fluid, to verify the differences (variations)
between the CF patients and healthy controls.

Results Results: A total of 919 CF patients and 397 controls from 14 articles were included in
this study. Cystic fibrosis (CF) patients and non-CF controls showed similar serum/plasma leptin
levels. Gender, specimen testing, age, and study design were all taken into account for carrying
out subgroup analyses. The results revealed no variations in serum/plasma leptin levels between
the controls and CF patients in the various subgroups. Female CF patients exhibited higher leptin
concentrations compared to male CF patients, and male healthy individuals showed lower leptin
levels than female healthy participants. Aside from the fact that serum/plasma leptin appeared to
be favorably linked to fat mass and BMI, the findings in this study also indicated that
serum/plasma concentrations were not associated with FEV1. No statistically significant
differences were observed in the leptin and leptin receptor mMRNA expression levels between the
healthy controls and CF patients. The leptin receptor and leptin expression levels in alveolar
lavage fluid were low in various cells, without any distinctive distribution patterns.

Conclusion Conclusions: The current meta-analysis indicated the absence of significant
differences in leptin levels between CF patients and healthy individuals. Gender, fat mass, and
BMI may all be correlated with leptin concentrations.
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eP0O-003
Machine learning-based metabolism-related genes
signature, single-cell RNA sequencing, and experimental
validation in hypersensitivity pneumonitis

Jie He
The First Affiliated Hospital of Chengdu Medical College

Objective To identify diagnostic feature biomarkers based on metabolism-related genes (MRGS)
and determine the correlation between MRGs and M2 macrophages in patients with
hypersensitivity pneumonitis (HP).

Methods We retrieved the gene expression matrix from the Gene Expression Omnibus database.
The differentially expressed MRGs (DE-MRGSs) between healthy control (HC) and patients with
HP were identified using the “DESeq2” R package. Then, the “clusterProfiler” R package was
used to perform “Gene Ontology (GO) and Kyoto Encyclopedia of Genes and Genomes (KEGG)
pathway enrichment analyses” on DE-MRGs. We used machine learning algorithms for
screening diagnostic feature biomarkers for HP. The “receiver operating characteristic (ROC)
curve” was used for evaluating the discriminating ability for diagnostic feature biomarkers. Next,
we used the “Cell-type Identification by Estimating Relative Subsets of RNA Transcripts”
algorithm for determining the infiltration status of 22 types of immune cells in the HC and HP
groups. Single-cell sequencing and qRT-PCR were used to validate the diagnostic feature
biomarkers. In addition, the status of macrophage polarization in the peripheral blood of patients
with HP was determined using flow cytometry. Finally, the correlation between the proportion of
M2 macrophages in peripheral blood and the diagnostic biomarker expression profile in HP
patients was determined using Spearman analysis.

Results We identified a total of 311 DE-MRGs. GO and KEGG pathway enrichment analysis
showed that DE-MRGs were primarily enriched in processes like steroid hormone biosynthesis,
drug metabolism, retinol metabolism, etc. Finally, we identified NPR3, GPX3, and SULF1 as
diagnostic feature biomarkers for HP using the machine learning algorithms. The bioinformatic
results were validated using the experimental results. The CIERSORT algorithm and flow
cytometry showed a significant difference in the proportion of M2 macrophages in the HC and HP
groups. The expression of SULF1 was positively correlated with the proportion of M2-type
macrophages. In addition, a positive correlation was observed between SULF1 expression and
M2 macrophage proportion.

Conclusion Finally, we identified NPR3, GPX3, and SULF1 as diagnostic feature biomarkers for
HP. Further, a correlation between SULF1 and M2 macrophages was observed, thereby
providing a novel perspective for treating patients with HP and future studies.

ePO-004
i 81 JB S5 5 - RS0 [ 1 P i 60 5 A ek £ A4 AL RO B o

2. B RS EH
Hh R R K 2 B o — B e

HH i) 5 5% Cinterstitial lung abnormalities,ILAs ) & 45 76 % 4 &E 12 N [a) J5t 4 fili 26
(interstitial lung diseases,ILDs) ¥ AHE BRI RIS 5% E 5 741t 1 fifila) B % CT
fES, ASUH H AT ILA BFFCE R T4, DA S ILA R AT A

Tk R ILA FHOSSCHRIFHEAT IR E4s, 5t H Al ILA BF U8k Rk AT 4538 s

SR O ILA [E S AT fERRER. R, MU SERE. BUE. RIS ILA 37
TR
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5% ILA 5 ILD MG AT 4 (A7 AE—E KRB, HREMSIH RA RIGIKES R, PRIt & iUl i2
W ILA FE0 AT PP BE R L I 21 2 A0 ) A A i i v R B AR TR o i

eP0O-005
RIS AR RSB ™ B R R ARSI M AL fb 2 — 61

i, MBI TR MR BRERL M. MER. gL b
BN TR B

HH Ryt HLAL LT 28 (cryptogenic organizing pneumonia, COP)ZEIRK @ T/ Ww, 18R
AN PERG 28, 7E-LRF NP & WRBS R ALK T UIP. NSIP HEfESS — 7. COP MIIRRIEIR. 5K
K= A AR E RN Z R 7, AR s e s M s %, W2 B E
MIZHA R ELE L2 HA, Mo HFERBEKE, FIRRWR SRS AR CRE—FR2 Rt
PRI 98 Je P B YL 1) COP (83, BB F @I LA 241, B, JWE R TR . mNGS &4
BT 2R R KK BIRE OP, &R RHAMis N COP, BIERIN KR B A Xt
AR, SR IRIZIR K.

ik i sRIE: B, 5, 58 &, FUREENK. %K 2 H, IEMfRHR. [E 5 RS,
BENBEM A, PR, CRP. MPURZIT &, M CT #Encili F i K AR % 5,
DRI B AU T 4% 12 D DR I I 288 e 7 B Jk g, S 5 Sk ORI B &7 (O 4E B L IRz e AR Atk e B IR 7 4
B E. EURMEG I BEWRA IPUERBIT O, SEME CT it Rt k, &
2 IHEBRIZ W, R SR B TBLB I SURER4E R, BARIZ NRIEENLERG %, 2/
FHPUER, FNHEZR (BERRIRER) HTEIT.

gER MBSO RIEER (BERIKER) 897, 3 MHERBEE AR CT, Mkt B AR, &
I RIE R

gt FRIFEMENLIER K (COP) IRIRAEIR 5 RAL R INE = K Ve, A IR M L5 it e G P 7
J R I S0, IRIRIR 512, SRS L IWARGER . R FBe & HER A 2 vl Re
FERMGREER, 456w, #7550 a2 A COP, #iZfa M HBEIGTT MR Rif.

eP0O-006

£R4BLA AR R X M 1B R M A 1

252/ IKESNIP U FAM 1
SRR Jm P2

B 454541417 ( connective disease, CTD) & —Fl R KL R4, LHREWNE S REMERR.
AR SCHRIRIE, 29 15% () CTD &3 &[] 5 A interstitial lung disease, ILD) , # WA
W2 BRI RE R SCREY K ke RS, K, ILD BOE A, HFHEA RS
BT RN . BURIE 1 15145 2 20 20095 A b 1) 5 1 s 1 R DAL IR T o

Fig BRIk —07 74 B i, R B, R ASUE 3 R4E, INE 4 K™ 2022-08-30
ABt. 3 REEELHEIERHI EEW . 5, "R, WCARIZ, %0 e ik
B, T HNGEAT M DAG AR il 1) B R AR, AR R TAERRACEE, SR, N, SRR,
M TR AR 1L, BETZDUARANA)L:100): 59500, i Mok g0 i i e Hi Bk, 4
LR P TIF1y:FEYE, BT SAE2 BAE, 25 F8«4h 4 2H 23095 hH OC 8] o PRI i s . TELwe P
FELR 7 NFEE, P LAl 5025 0.5mgbid. FLHE/ER 100mg tid” VA7, SR E 2 kTR B st
2, 2021.12 HEHEEAR BB 0.8g, A B R B . RZE RS RAME, T 2022.04.25-
2022.04.26. 2022.06.01 FAEH4iTEFCER ¥PT 80mg 160mg 320mg, HEKIWFikERs 3 K AR 1/
H, BeEEEELEME A 2 ARS8 — OB R, 4 RARZW . k. SEmE, &%AERE,
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. &k T 36.3°C, P 78 X/4r, R 20 {k/4r, BP 124/85mmHg, fREk%E (W4 2L/min)
97%. M JEEXFFRICHGIE , AU &k, o) @ B Veclo W&, ToMMREEEE & . GBI
2022-09-01 HEAMH CT: XA R AR F4fbit, XU BB sc B 5k, BB 2B
ARG BRI T TR G5 2, Sk . SUAR RSS2 . Xk 2022-01-04CT, Zofiti R i ARis £,
IR . RIEERE A AME C3: 0.78g/L, itk L4 i % %5 (CD3/4/8):CDA 4 it 4 %+ 11 %5
496.00 AMuL. EBEHIE DO RRKJER By B 225 BOR SR JE IR R 15 s i, I B %
W, ASAELFEE B

R 2 AFBEEIRTEME, AR CT SEnXUliR R F4iibkt, XU b8 0 <5
ok YRR ERS . HRELRUM T TARE G2, 5485, XU & . %f k. 2022-08-30CT,
IBBAR S, R IR A

g0 HAET, ILD WA CTD MW W AHE,  BATH R AET: 28 DL R e DL K I B2 X — ek,
I H, XN R IT O B Z AT R ARYE, IR T R R R A Bk, DRI, AR
ZRGERKG A B T IR R BEAE R S VAR RN T 45 4 28 23993 AR Sk 1) Jo 2 Mo

eP0-007
BRIRIE AL 1 65l

KRR
WX ANRERE GE X BEEB A =& BB

HE FSIEPENLA PR 2 (COP) 4R T M SR B (A y) BCHARZOR (NS4 H L3500 ) Pra
MRN8, TR Re A TR IR B MM 28 i) —Fh . COP RIRHREUIR, H4, WIT 20~80 %,
¥ 50~60 ¥, SR, COP HEAFIENEMIRILEXR LR TR, FEEIRIT RN KA
ATz B FEIRE LA P i 28 B E IR R RFAE . SR = TR SRR AR mL, VISR IR IR 28
SRR -

Jrig Bl BRI SR AR . IWRRHE . SEIR =R A . BB, A IR IR
i

R LV FERBE, Bk RE 37.4°C, BT EIRFTEPERR, {RIGAE 37.8°CA AR
3. 10 A 2 BHATH R 3R Mlim s RS, M5 B E 4030 b R g 2 e B T s, T
S TE G BE S BAT B R I69T 5 K, RIRMBhTE 37.5-38.2°C. 10 H 5 H, HEIFIEHIZM. % H
K95, ATHER CT /A s B KB =% e, HA T IV RAE, 28 T kR
#FEIHEN 3.0g BID, 3K, JEIRTLZEM. 10 H 9 HE 10 H 15 HELAZEPGY A 0.49 QD Hilikdin
JTRER, ITREEME W KEMKE. 10 H 16 HZE 10 H 22 HIARZY NET 1g Q8H Bx& Ji
HER 1g Q12h, EEME CT R~ 2 K ik, EESES, TIIEERE M NGS ¥k
EILBURR . AR, ST oW EZGTT 5 K, Vak#™, HiRHEsT 38.1-39.5C.
10 H 28 HE EHHE CT /R XUMASKEL RN E, MAEARE, Im RO E. ket ik
I E 2 79.6%7T. M C-MNEM: 123mg/Lt. MMT: 111mm/ht. 5 S B E I G+BR
B, JEEMAHZMPUERBIT I, Al HERYE R I RE R . Nt PWHRE, 11 A 3 H
TR CAEBRAE: AT e R B T HAKE S, AN e R B SR, 4
B ENLENT R . B2 TUR SR 67 1, 1 e S a0 CT 3nmi i B, TR,
WK SRR . N T RIS R B BUES T IURESERIL JEAS 40mg qd o BEVEEE, XFEEE
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eP0O-008
Almonertinib-induced interstitial lung disease in a lung
adenocarcinoma patient complicated with interstitial lung
abnormality

Qian Zhou?,Zhong Hu?,Xin Li? Xiaokui Tang?
1. the People's Hospital of Chongging Liangjiang New Area
2. the First Affiliated Hospital of Chongqging Medical University

Objective With the use of targeted drugs in lung cancer patients, targeted drug-induced
interstitial lung disease (ILD) has attracted more and more attention. The incidence, time, and
severity of different targeted drug-induced ILD vary. Almonertinib/HS-10296 is a third-generation
epidermal growth factor receptor-tyrosine kinase inhibitor (EGFR-TKI). Post-marketing safety and
effectiveness of almonertinib have been confirmed. The reported adverse events of almonertinib
were mainly an increase in creatine phosphokinase, aspartate aminotransferase, and alanine
aminotransferase, and onset of rash. Almonertinib-induced ILD is rare. Here we reported an ILD
related to almonertinib in a patient with NSCLC complicated with interstitial lung abnormality
(ILA). This paper also reviewed the relevant literature on the drug characteristics and
summarized the risk factors of ILD caused by EGFR-TKI.

Methods Basic information, clinical characteristics, examination results, CT features and follow-
up data of this patient were collected and reported completely. Through literature review, we
summarized the risk factors of ILD caused by lung cancer targeted drugs. Nine related studies
were analyzed. The time of onset of ILD, incidence/mortality of ILD in general population,
incidence/mortality of ILD in patients with concurrent or previous ILD, incidence of ILD (= grade
3), incidence of AIP/DAD were listed in table 1.

Results A 71-year-old man was admitted to hospital with a chief complaint of a 22 mm x 31 mm
lesion observed on chest CT. The lesion was located in the lower lobe of the left lung with
irregularly lobulated shape, spiculations, and pleural invasion. After examination and surgery, the
final diagnosis was invasive adenocarcinoma of the left lower lung classified stage IIIA
(T2aN2MO0). The result of lung cancer gene detection using paraffin section showed L858R
mutation in exon 21 of the EGFR gene along with G12A/V/R/C and G13C mutations in exon 2 of
the KRAS gene. Chemotherapy was not given because of the patient&#39;s weakness and
unwillingness. Before EGFR-TKI selected, we noticed some reticular opacities and a few ground-
glass opacities in the right lower lung that affected more than 5% of any lung zone. Therefore,
the patient was considered to have ILA. Considering the low risk of ILD, almonertinib (110 mg
per day) was chosen as first-line treatment. About 3 months later, he developed dyspnea. Chest
CT showed interstitial changes. Based on MDT analysis, we excluded eosinophilic pneumonia,
hypersensitivity pneumonitis, pulmonary infection, CTD-ILD, heart failure, tumor recurrence, and
other drugs-induced lung disorders. Considering the onset of ILD 3 months after taking
almonertinib, almonertinib-induced ILD was evoked. Subsequently, almonertinib was stopped.
With the administration of intravenous glucocorticoid and oxygen inhalation, the patient&#39;s
dyspnea was significantly regressed and lung lesions regressed on follow-up chest CT done after
discharge.

There have been studies on the risk factors of ILD caused by lung cancer targeted drugs. These
nine clinical studies were all carried out in Japan. The consensus was that concurrent or previous
ILD was an important risk factor of targeted drugs-induced ILD. Sometimes this situation was
described as acute exacerbation of previous ILD. Other risk factors of targeted drugs-induced
ILD included age, gender, smoking history, high performance status score, previous radiotherapy
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history, previous use of nivolumab, comorbidities including heart disease and chronic obstructive
pulmonary disease, and a lower residual normal lung tissue. Studies on gefitinib and erlotinib
occupied the majority. The onset time range of ILD was more than 10 days to several weeks. In
the overall study population of Table 1, the incidence of targeted drugs-induced ILD, targeted
drugs-induced ILD above grade 3, and mortality were 1.0% - 6.5%, 0% -3.6%, and 0% - 75.0%,
respectively. In patients with concurrent or previous ILD, the incidence of targeted drugs-induced
ILD and mortality were 8.8% - 30.0% and 0% - 83.3%, respectively. Overall, patients with
concurrent or previous ILD are more likely to develop targeted drugs-induced ILD and have a
higher mortality. Further studies are needed to confirm this finding. In the population with
targeted drugs-induced ILD, the proportion of AIP/DAD on chest CT was 0% - 62.5%. Specifically,
the AIP/DAD proportion of gefitinib, crizotinib, erlotinib, and osimertinib were 40.0% - 62.5%,
27.4%, 0% - 14.7%, and 11.3%, respectively. Endo analyzed the clinical data of acute ILD
caused by gefitinib and found that AIP had a prevalence of 23.5% with mortality of 75.0%.
Patients with imaging manifestations(CT pattern) of AIP/DAD may have a worse prognosis. The
differences between targeted drugs-induced ILD need further exploration.

Conclusion This case suggested that we should pay attention to the existence of ILD/ILA
before using targeted drugs. The use of targeted drugs should be more strictly controlled and
monitored in patients with previous ILA or ILD.
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eP0O-010
NFATc3 Promotes Pulmonary Inflammation and Fibrosis
by Regulating Production of CCL2 and CXCL2 in
Macrophages

Yunjuan Nie,Xiaorun Zhai,Jiao Li,Peng Zhao
Jiangnan University

Objective Idiopathic pulmonary fibrosis (IPF) is a progressive and highly lethal inflammatory
interstitial lung disease characterized by aberrant extracellular matrix deposition. Macrophage
activation by cytokines released from repetitively injured alveolar epithelial cells regulates the
inflammatory response, tissue remodeling, and fibrosis throughout various phases of IPF. Our
previous studies demonstrate that nuclear factor of activated T cells cytoplasmic member 3
(NFATCc3) regulates a wide array of macrophage genes during acute lung injury pathogenesis.
However, the role of NFATc3 in IPF pathophysiology has not been previously reported. The
objective of this study was to elucidate the role of NFATc3 in IPF.

Methods The expression of NFATc3 is elevated in lung tissues and pulmonary macrophages in
mice subjected to bleomycin (BLM)-induced pulmonary fibrosis and IPF patients. Pulmonary
fibrosis was evaluated in NFATc3+/+ and NFATc3-/- mice that received BLM intratracheally.
NFATc3+/+ and NFATc3-/-macrophages cultured with I1L-33 or culture medium from bleomycin
(BLM)induced MLE12 cells, then cytokines expression were detected. Pulmonary fibrosis was
evaluated which were adoptive tansferred with different groups of macrophages or injected with
CXCL2.

Results Remarkably, NFATc3 deficiency (NFATc3+/-) was protective in bleomycin (BLM)-
induced lung injury and fibrosis. Adoptive transfer of NFATc3+/+ macrophages to NFATc3+/-
mice restored susceptibility to BLM-induced pulmonary fibrosis. Furthermore, in vitro treatment
with IL-33 or conditioned medium from BLM-treated epithelial cells increased production of CCL2
and CXCL2 in macrophages from NFATc3+/+ but not NFATc3+/- mice. CXCL2 promoterpGL3
Luciferase reporter vector showed accentuated reporter activity when co-transfected with the
NFATc3 expression vector. More importantly, exogenous administration of recombinant CXCL2
into NFATc3+/- mice increased fibrotic markers and exacerbated IPF phenotype in BLM treated
mice.

Conclusion Our data demonstrate, for the first time, that NFATc3 regulates pulmonary fibrosis
by regulating CCL2 and CXCL2 gene expression in macrophages.
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eP0O-014
Comorbidity characteristics in patients with interstitial
lung disease: a retrospective cohort study

Haishuang Sun,Huaping Dai,Chen Wang
China-Japan Friendship Hospital

Objective There is a lack of large scale studies on the comorbidity characteristics of interstitial
lung disease (ILD). The aim of our study was to conduct a single centre and large scale analysis
of the comorbidity characteristics of different ILD subtypes.

Methods Patients diagnosed with ILD at our hospital from January 2016 to March 2022 were
retrospectively collected, and patients were classified into the following subtypes: idiopathic
pulmonary fibrosis (IPF), non-specific interstitial pneumonia (NSIP), cryptogenic organizing
pneumonia (COP), hypersensitivity pneumonia (HP), connective tissue disease-associated
interstitial lung disease (CTD-ILD), anti-neutrophil cytoplasmic antibodies-associated vasculitis -
related ILD (AAV-ILD), and other categories of ILD. Among them, CTD-ILD was classified in
detail according to etiology into idiopathic inflammatory myopathies related ILD (IIM-ILD),
Sjogren’s syndrome related ILD (SS-ILD), rheumatoid arthritis related ILD (RA-ILD), systemic
lupus erythematosus related ILD (SLE-ILD), and other CTD-ILD. Basic information and
comorbidity of patients were obtained through the electronic medical record.

Results Our study analyzed a total of 5009 cases and found that the incidence of comorbidity
among patients with interstitial lung disease (ILD) was 78.9%. Among different subtypes of ILD,
the incidence of comorbidity in patients with idiopathic pulmonary fibrosis (IPF), non-specific
interstitial pneumonia (NSIP), connective tissue disease-associated ILD (CTD-ILD), cryptogenic
organizing pneumonia (COP), and hypersensitivity pneumonitis (HP) was 83.1%, 81.8%, 77.2%,
76.4%, and 74.4%, respectively. The most common comorbidities found were cardiovascular and
respiratory diseases, diabetes, hyperlipidemia, osteoporosis, and fatty liver, with incidence rates
of 34.1%, 17.2%, 16.1%, 13.1%, 12.5%, and 10.4%, respectively. The incidence of comorbidity
in patients with connective tissue disease-associated ILD (CTD-ILD) varied based on the
underlying cause, with 82.6%, 81.1%, 77.9%, and 76.8% for SLE-ILD, RA-ILD, IIM-ILD, and SS-
ILD, respectively. The incidence of comorbidity increased significantly with age, with 60.9%,
82.0%, and 88.4% of patients in the <60, 60-69, and =70 years groups, respectively.

Conclusion The type of comorbidity varied among different ILD subtypes. Furthermore, as the
age of ILD patients increased, a significant increase in both the incidence and number of
comorbidities was observed. A systematic analysis of the comorbidity aggregation patterns within
each subtype of ILD can facilitate the development of more precise strategies for prevention and
treatment, as well as provide valuable insights into the underlying mechanisms of comorbidity.
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ePO-015
Feature recognition of idiopathic pulmonary fibrosis on
HRCT based on convolutional neural networks

Haishuang Sun?,Min Liu?,Huaping Dai',Chen Wang?
1. China-Japan Friendship Hospital
2. Department of Radiology, China-Japan Friendship Hospital, Beijing, 100029, China

Objective Identifying and quantifying imaging patterns of different lesion on idiopathic pulmonary
fibrosis (IPF), especially fibrosis patterns will be beneficial for diagnosis, disease severity and
prognostic analysis. In this study, we aimed to implement a deep learning model with
convolutional neural network (CNN) to effectively auto-segment the distinct lesion patterns on
high resolution computed tomography (HRCT) of IPF patients.

Methods Patients with IPF diagnosed by MDT at our hospital from January 2017 to December
2022 who were eligible for the study design and 50 subjects with normal HRCT were included in
the study. Deep learning model was used to segment four types of lesion patterns of IPF,
including honeycombing (HC), reticular pattern (RE), traction bronchiectasis (TRBR), ground
glass opacity (GGO). Dice coefficient, recall, precision, and false positives were used to evaluate
model segmentation performance.

Results HRCT from 327 patients with IPF and 50 healthy control were included. The deep
learning model had a lung segmentation precision on the test set was 0.995 + 0.009. The overall
lesion segmentation precision, Dice coefficient, and the recall was 0.965 + 0.038, 0.972 + 0.036,
and 0.980 * 0.046, respectively. The fibrosis pattern segmentation precision was 0.960+0.067.
Among different lesion patterns, RE and TRBR had the highest segmentation precision, followed
by HC and GGO, which was 0.946+0.072, 0.927+0.145, 0.777+0.338, and 0.720+0.380,
respectively. The precision of overall lesion segmentation decreased with the increase of disease
severity, and the precision of GAP |, GAP IlI, and GAP IIl was 0.967+0.040, 0.964+0.036, and
0.959+0.037, respectively.

Conclusion A convolutional neural network model was established to achieve high
segmentation precision in lung regions and typical lesions of IPF, which to some extent
overcome the limitation of interobserver differences in visual assessment. Model provided a
basis for quantitative analysis of the degree of IPF lesions.
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REICIRGML R CD9 FLH s T HIZik, WES T M, IEdE Treg 1 IL-10 B4, @it
Fas/FasL 155 @8 T MM, XPims ors; wid—8 sl 2, 3 -XUmARgE, i
T 4AM O3 8 HLA 1l 2800 TIORIA BT HLA | 28901199 ik MR ake Gis o v, @it itk
A7 HIZAE (ICAM-1, VCAM-1 fil CXCR3) SZHL4 15 DhRE

S MSC BT & PLerdite. BT HEIT IPF RIERRAER

25 MSC £ —FhZ R, HAaRER. oM. T LAZEE e, B
IR EE A . 2 MSCs BN FHIIHNIGVF 2 8ki%: 1. MSCs fIfFEH(K; 2. MSCs HIRIEAN
I BANTEE . BB T. B, Mo SRR ET AR, 3. P& mEE
HINIGARH MSCs FELEWRYT BT AR e, § 31 MSCs 1155 R 2H A8 e Pt A0 AR 78 o mT Re 2
ZRE; A TN SRS, BAERRYE, EIEN IPF IBITIR R i % F B 53—
T

eP0-019
ET dECM BIRMEIHRRAME RN SHAMR S EREEE
Bl Bl £ 4 4R R R TR 4R

P8 MK AR
VUK 2 R G R B

H B 5 Vil 1 4E4%. (Idiopathic pulmonary fibrosis, IPE)WLHEIANET . KRS BITSURZE. ik
2F 2fF 20 MO R B R IPF R AE R WG PR o JE T M 48 M 4 4 e 4b 3k 5T (Decellularized
extracellular matrix, dECM)/K &/ (1) R 5P 51 (Micropattern array) AR H A5 #E 3D 40 i h% 7710
FerE, B e UTRIE, WE-ECM M EAER, WEFREETINIRE . R4 R 5 4r AT N 52
Mo AHFFANIET dECM I ZE T F14R 70 40 M B S 97 PO 0 5% 1) e 1 U 4% il i 2T 40 40 s =
NG, FERUEIZE AR T HTAZ48 31 IPF R AENLRI IS 4 259 K
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Tk O 5 Il A F 2K . A eREt . Mid@ Triton X-100. |+ e 25 Bk i BR By sk R
SLES. &X PRl PBS #EvE, 5F dECM. @B &AM EEHIL dECM T B X},
WA pH, 10xPBS STl . @BOLMZIGIERE R, Hl&A R B E S . EpEEsR T
dECM /K& BN FAERE S RIS, FHE I IR B R BE F-127 $H1, 4% dECM /KB
B o @A F AR 2 5 7 R il 2T 4R i MRC-5, 3 3ot 428 5 s e (A8 I 40 0 B S AH S 48 At F-
Actin. a-SMA. Vimentin. RhoA. Yapl, 6iF4HAe s a5 5 0 12 i s 41 4 40 B s 59 .
ZER (D4 2% B i 40 B AL il R E VR P SREUI dECM; @Ffi B 2R AR T il 45 i dECM 7K BERR s
@R AR uCP T HI/E R RIES, T REN AT e gm fa s 77 @it G e 5% e Y sl
YIH AR AR AR, AIUIEE MRC-5 41HE 5% 1) 1l s BRI FERE . ©300mm IE 7% dECM &
RPN TTTE T 5 5| il R AF e g B 25 ) e 1 s © % ) AR 4SBT F-Actin, a-SMA.
Vimentin. Ki-67 FiA &1, HALHS RhoA-Yap i 5842 (1) 40 i B 4240 5%

S0 UM 1) 1S R I AT YA I ) s B BT dECM IR MEESI T T IPF BT 4
FHLHIBEFE,  FF N 2R R SR AL SR IR 3

eP0O-020
hUC-MSCs EiRB9MiMA BT Bz iE || 5T 4RRRLh (4 B R
E B HE R

MK 228 AR
VUK 2 R G = e

HE figt4Etk (Pulmonary fibrosis, PF) & —Ff LRI R AENNEE . il Th e AL A I PR ARFAE 15 1t
BEATPERE 0, R B A N b R 5 . BT SRR MR A . B AN A AR RN ] R A8 E
R LA ) 1R R e ML v S B f LS5k 2 8 80VR T i . DRI, SR ST AT AL R R AL A R 4R
VAT T 55 JF T RO B AU I - 440 1697 T B

FE W S AT 25 /)N BRI 2 4 A 55 28 R0 44 4 4t i fi 2F 4k B! (RLE-6TN+TGF-b; MRC-5;
RAW264.7+LPS) , i idi#dmiE 503Kl hUC-MSC #53% il h i 4hisfk (Exosomes) , i@
IES HE (TEM)  GEKERGE BT (NTA) R4 (NanoFACM) #4745 .
BB MSC-exos 735 FH /1N BRI 2T 2 Ak R TR FN4AC S 200 it Jr £ 2 A RS TR, 308 e A 0 A SR 0 AR /K
*F (Masson. o-SMA Zetiy) FIZ8 517K F, M% MSC-exos X ili4f 4EfL 2 E R . it —20d
it Exosome microRNA-seq. qRT-PCR. TEM. ZRiAkIhBER IZ5E%T Ho o IR HLEI B TR 7T
gER 1. pRINIREL MSC-Exos JHHEAT 7 % 5E, I/ B £ 4 A A5 RN A 4/ 41 i RS 40 512 56 R B
MSC-Exos %4 Py ZMIG 744k 35 B AT i AE 5

2. fik4h MSC-Exos ¥A77 TGF-B i#5 51 RLE-6TN Ziiffi 524845 S B 7n: MSC-Exos iR it AT2 Zikifk
H ISR R LRk, BE M AT2 RRRINRERERS (ATP Al MMP . mtROS #/b)
H AT2 $5ERE ) B 3530w RN BB AT2 SRR 20 B A [E#a %, Il MSC-Exos il
TE VG 1 _E R A LR A AR A O AT AL

3. MR MSC-Exos i#4T miRNA 454 qPCR 455 MSC-Exos HE#iA miR-29b-3p, @it
1 miR-29b-3p mimics 1 inhibitor IF J [71 % 1E miR-29b-3p & MSC-Exos Z&f#fiti £ 4E4k (1) 7]
P51

4.RNA-Seq 45 & $u ¥ 2 45 R miR-29b-3p n] REH#E ] Keapl, JH 28K 4R B Wi AH 5% I8
Keapl/Nrf2, MIifiifis AT2 Zekifk 3 WEfa s,

£k hUC-MSC-Exos ifiidi#:i% miR-29b-3p #i% Keapl/Nrf2 JBEKEd AT2 Likifk M fas bLgE
fit AT2 Hif. AWFFAEB AT2 28Rk B WA & 75 Ml £ g B R vp R IEAE R, #8oR
MSC-Exos 3% PF 15> THLH], AT-408 16 TT T B L S io 4k 40 .
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eP0O-021

RIEWHT Bk SR FEBRATT 45 & 1 B 4T 4E 1L BV Iim R 77380

ZEFT L et I SR T GREIT L BENR T MU L SKFEE L St BRam 2
1. Ly X b P R 2 5 BE e
2. bt R = 24 K S B e o B e 7 R 45 i PRI i

HE) RABENL. XE . SIREEF T, WUER BT (FZHYR) JRI7 R R A 44k (IPF)
I RT3, B A PG R 45 S VR T R Al PR B VR TT X IPF I IRYT R AR 3 S LR A B, A
T MR R M A A X — i g iR, FREE T AT 2B AU P TR R S &R IT T & -

FiE B NAMER 80 B IPF B BENL AXTIEZL (40 B ANGITHL (40 ) , VAT
ML E B B A TR B AL 7 7RI, P BRER L AR R BB & 22 R J7iEiR T . 3 MG
9 AL T ACRE IR R AR AR o DRI IR SRR 2R BB RAAR A 10 Ak I Th REAR A AE L. A B f
SEINREAH TR R 4T 4R A PR 7 R IE AT TH I 2 5

GEE SHEAL R R 77.5%, T HEAREE 90%, MALLKZERA BEMR X (P<0.05) . ¥4
ST TR TR EZH (P<0.05) , HpAll R 7EC D I RIE AR 7. o0 A T ok Bk e . $2
TR BRI N MEFR . O e A DR HRAR S T T . SR IR AR B, JRIT T DL E P
CD4/CD8. IL-10 /K*F. F#f% IL-4. IL-6. IL-17. MMP-2. TIMP-1. CTGF. PDGF. TGF-B1 7k
F (P<0.05) , {HFAX TNF-a. IFN-y. IL-2 FIEFEH L EZR (P>0.05) .

g FRIEMHROHTE IPF 87 7T St R B B A Y F R E A, 5 IR emAR b, PiZ
B A AR R . P mT B S5 306 S IE R4 4E LA SC IR 7. JRTT CDA+T 4 B 431k 7 [+
K, TGF-B/Smads 15 514 BBk AE H R 4% T RBEH

eP0O-022

RRARSRR M B B REE 1 5l

ReE, XFE. DU, 24
HHRE RS B R

B itk i e (] 5T s AR IR 2 2, B8 RO 2 SRR AT A SR 0 T B AN RE R i2 . AHIE FUe F BT —
AR FEE AR 44 & T I (Whole exome sequencing, WES) A% 7t — 44 7545 5L 1 i o/ 38 2% 1) Jofi P4
AR, VIR W S SRS HE TR T SR A EE AR

TFE VEQIRE B EZ L. B A R, R IR I8 i (8] M A L A A2 . EDTA ikt
EWAE RS AR R AR E 4N A ML 2-5ml, $2EL gDNA, DNA FEAJR{E, X HE DNA 7445
TIF: ZRAET. UTR X KR CRAS; RErmdiids 5 Bl etbxs, KR53 K Sanger
7 e AR

g ZEFFEIRERE: 36 %, Lotk WRISE 1 H. B EE, 25795480 . Mgl . B
W) AR, AR SR s . il CT $EoniliZ N [RIfgoRig s 2, SR, e Rt
febr. GGHRAEERE. 19G4. S, HEMIAA I, MIhaeES+R T ER .
IRABFTIRETH AR M. B ARIEAS T W=k s bk B4 iR (550 NMED « 4 MDT 8 )5 T4
HAECWRIEA L, BATA RIS, 59 3 E A R BT 20 Mt e e N PR 5 A0 /N, i el i v oA
fE. SEAEINE T G i & e N SLC34A2 A FARA, H A —ANL i A BEA: A 3038 i 3T
A=

250 1. ZEEEL SR T R LT TRHES T2l . ST ER RIS R AR, B
THEIGERAESS, BAERRWFEHZE, 2N 7 T a2 — AN SRS S T

2. AR SLC34A2 HAME A, HH A —AM7 fUONBEE RIRIE R AL, §7 KT BEAE
SLC34A2 JE R RN A0, NG 9K R B E Sl Rt 1 5 24K .
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eP0O-023

Fiok A R MR 1 B

s MOAKEE. P B
R RS — R B

B oRigvE i ZENE A IR AR 2, KR RIS LR WL, I X TF R 27 BRIk IR, IR %
BN AL B E WIS R12. BUILHEERTRE M ZE P AR S WA i & U v 2. AR
16 F — B PR A BP0 A8 S0, G VA RURE O 25 A R IR I, Dy LR 2 W SR SRR VR T 1R
P AR .

T VEASRAL G L M E TR KR, Rl I i R AR R AR AT —— TR
EDTA BilteE I B LR R A2 #E SN A L 2-5ml, $2HL gDNA, DNA FEA G, X
DNA 1T&4MEFIF: EBRNE T UTR XE R, REREAL s BiEELY, XREH
& )2 Sanger Wl 7 e BUR R A .

R ZEEFEIRKER: 55 %, 5N, KRIMMEMERE 3E, A HT. RTER. FERHN
WA U B 300 5 T AR B R AT AE B R . A SIS RO T R . MRRME R TR, TH B A 2L ]
BUT 4, schirmer i3 JE BRI 5T 0 1 kb sl bk LA BRE (29 50 AN o RGN Sy AH
RPELZPAE. NIBRER S HREFZETHRESMLE. AN KX RE2HE T FEE N
FLCN(NM_144997.7): c.1522_1524delAAG, % Sanger 7 K&K R0 80 & Hfie FLCN
KA (SEIEH . RIEFET) « STCHARELLN, B e %A ST 2009 FhEGER R
H AR HEURE T .

G 1. B E RN AR R A FETT eI & R AR R T (FRLE-A1E. BHD 25615 .
2. G RRIEA TH  RE A AL R R, PR R G K IR RS s R TR R (1
A, JUHMARMA MBI EEN, FRIGR TR LR, G R R 7 A2 W Rl
REJCANEE, JLHASMNE I AT Re 2 —NA RS HE LR 2 W 572

3. ZBHFUKILN FLCN RARNL &, 05 85K R I AL S Fe it | Bk .

eP0O-024
Fuzheng Huayu recipe inhibits bleomycin-
induced pulmonary fibrosis in rats by inhibiting M2
polarization of macrophages via the oxidative
phosphorylation pathway

Li Li*,Xinghua Yuan!,Sufang Zhang? Yu Hang?',Yanhua Shen?,Shanfang Zhang*,Weiling Huang?,Jingyi
Huang?,Wei Ma?,Qiuhong Li?
1. Department of Respiratory Disease, Baoshan Branch, Shuguang Hospital, Shanghai University of Traditional
Chinese Medicine, China
2. Shanghai Pulmonary Hospital, School of Medicine, Tongji University, Shanghai , China.
3. Jing’an District Hospital of Traditional Chinese Medicine, Shanghai, China.

Objective M2 polarization of macrophages exacerbate progression of pulmonary
fibrosis. Fuzheng Huayu recipe (FZHYR), a Chinese herbal product, has been proved to
effectively treat pulmonary fibrosis. However, its underlying molecular mechanism involving
macrophage polarization is largely unclear. Thus, it is imperative to explore the molecular
alterations underlying the development of pulmonary fibrosis and investigate the effective
therapeutic targets of FZHYR.

Methods The rat pulmonary fibrosis model was constructed by bleomycin induction, and the low,
medium and high doses of Fuzheng Huayu recipe and pirfenidone was given for 14 days and 28
days, respectively. Then the degree of lung inflammation and lung fibrosis were detected by HE
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staining and Masson staining.Inflammation, fibrosis and macrophage activation in each groups
were determined by RT-gPCR, Western blot and immunofluorescence.Differentially expressed
genes and enriched pathways of 28-day bleomycin-induced pulmonary fibrosis rat models were
screened and validated by high-throughput transcriptome mRNA sequencing.

Results In animal experiments, it was found that bleomycin induced pulmonary fibrosis model
rats showed pulmonary inflammation and fibrosis, which proved that the modeling was
successful. At day 14, Fuzheng Huayu recipe improved the degree of lung inflammation, reduced
the hydroxyproline(HYP) content of lung tissue, significantly inhibited the expression of
inflammatory factor TNF- a, and reduced the protein expression level of INOS and CD86 (M1
polarization marker).At day 28, Fuzheng Huayu recipe significantly reduced the degree of lung
fibrosis and reduced the hydroxyproline content in the lung tissue in a dose-dependent manner.
At the same time, the treatment group significantly reduced the fibrosis-related cytokines TGF-
B 1, PDGF, and CTGF content, and reduced the protein expression levels of Arg 1 and CD163
(M2 polarizing marker).Further through GSEA enrichment analysis, we found that compared to
the control group, the oxidative phosphorylation pathway was significantly activated in the model
group while that was significantly inhibited in the treatment group.At the same time, the protein
levels of NDUFA2 and NDUFAG6 were abnormally elevated in the bleomycin pulmonary fibrosis
model rats on days 14 and 28. After the treatment of FZHYR, the expressions of NDUFA2 and
NDUFA6 were significantly inhibited by medium and high doses on day 14 and significantly
decreased by all doses on day 28. It showed that FZHYR could inhibit Ndufa2 and Ndufa6
expression. Ndufa2 and Ndufa6 are both of the important subunits of complex I, which mediating
the oxidative phosphorylation (OXPHOS) in the mitochondria. So the oxidative phosphorylation
may mediate the therapeutic effect of FZHYR on pulmonary fibrosis in rats.

Conclusion Fuzheng Huayu recipe can reduce the degree of bleomycin-induced pulmonary
fibrosis in rats, and the pathological improvement is dose-dependent. In the rat model of
bleomycin-induced pulmonary fibrosis, FZHYR exerts anti-inflammatory effects mainly by
inhibiting M1 type macrophage activation in the early days, and exerts antifibrotic effects mainly
by inhibiting M2 type macrophage activation In the late days. Therefore, FZHYR inhibits BPF in
rats by inhibiting macrophage M1 / M2 activation. In addition, NDUFA2 and NDUFA6 may be
involved in the therapeutic effect of FZHYR on pulmonary fibrosis in rats.Oxidative
phosphorylation pathway serves as a possible target for pulmonary fibrosis therapy.

eP0O-025
Exhaled nitric oxide at different flow rates in the diagnosis
and differential diagnosis of connective tissue disease

Yueyan Lou!,Qiongfang Zha! Xiaodong Wang?,Zhiwei Chen?,Qing Wei?, Tianfang Li%,Yu Zheng*,Handong Jiang*
1. Department of Pulmonology, Hospital South Campus, Shanghai Jiaotong University School of Medicine
2. Department of Rheumatology, Renji Hospital, Shanghai Jiaotong University School of Medicine
3. Department of Laboratory Medicine, Renji Hospital, Shanghai Jiaotong University School of Medicine

Objective A convenient tool for the early diagnosis and follow-up of interstitial lung disease
associated with connective tissue disease is now more important than ever.

Methods We enrolled 150 patients with confirmed Connective tissue diseases (CTD). There
were 77 in the Connective tissue disease-associated interstitial lung disease (CTD-ILD) group,
73 in the CTD-non-ILD group, and 39 healthy controls. We collected fractional exhaled nitric
oxide (FeNO) at different flow rates, lung function and high-resolution computed tomography
(HRCT) and laboratory tests.

Results We found that FENO 50 and FENO 200 were present at significant levels before
differentiation of CTD from healthy controls, and that there was a correlation among FENO 50,
forced vital capacity (FVC), and First second expiratory volume (FEV1) in patients with CTD.
Conclusion FeNO50 values may play a clinical role in the diagnosis, differential diagnosis or
prognostication of CTD.
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eP0O-026
Treatment and Nursing Care of Interstitial Lung Disease

Huifang Zhai',Ruigiong Li*,Xiaodong Song?,Changjun Lv? Jinjin Zhang?,Minge Li*
1. Binzhou Medical University
2. Department of Respiratory and Critical Care Medicine, Binzhou Medical University Hospital, Binzhou Medical
University, Binzhou 256603, China
3. Department of Cellular and Genetic Medicine, School of Pharmaceutical Sciences, Binzhou Medical University,
Yantai 264003, China.

Objective This article aims to provide an overview of the latest developments in the treatment
and nursing care of interstitial lung disease (ILD), with a focus on strategies and approaches for
symptom management, improving quality of life, and promoting overall patient well-being.
Methods A comprehensive literature search was conducted, including research articles, clinical
trials, and expert guidelines, to gather information relevant to the treatment and nursing care of
ILD. The collected information was analyzed and synthesized to provide a comprehensive
summary of treatment and care strategies.

Results Pharmacological interventions are a key strategy in ILD management, including
immunosuppressants, antifibrotic agents, and supportive therapies. Immunosuppressants such
as glucocorticoids and immunomodulators have shown significant efficacy in reducing
inflammation and slowing disease progression. Antifibrotic agents, such as pirfenidone and
nintedanib, can attenuate the fibrotic process and improve lung function. Additionally, supportive
therapies such as oxygen therapy, nutritional support, and pulmonary rehabilitation play a crucial
role in improving patients&#39; quality of life and functional status. In terms of nursing care,
providing individualized care plans, education, psychosocial support, and effective symptom
management are key considerations.

Conclusion ILD is a complex pulmonary disease that requires comprehensive treatment and
nursing care. Pharmacological interventions and supportive therapies have shown significant
efficacy in alleviating symptoms, slowing disease progression, and improving quality of life.
Nurses, as essential members of the healthcare team, play a critical role in providing
personalized care, education, symptom management, and psychosocial support for ILD patients.

eP0O-027
BN R SHIE SURTT AR E & 5 M BY 1B B4 b fos 25 2 A il S 1 -
—ISE SR E IR F MR

PRatk i
AP = NREERE

E R [EFRPEN Cinterstitial lung disease, ILD) & A& AE7E Ml IF] 5T P Y — 2850 B RK, - LAJilia] i
PERE K R ZF A A O N RFAE ) S5 AR A 46 T i PR AR B o Ml S D RE B, R Ik AT PR
W PR e RESRME T LA R Z 7, EEBR MR WA (80 M58, LU M S8R Fa) 5 £F
YLy 32 B PR IR S SR I8 MR o B BRIE ST AE ILD o LA ATS 1 Bl = AH 5K AR AT I
. AT R %IE S 3R (ntrapulmo-nary percussive ventilation, IPV) 2@ [ & M
R RN IR AR R, AT IAT (1) B I 38 ) 5 IR 1 (1 B I R AE — S, (R HER IR
F), SECEMRM, SRS HAEEE W HE S, AT B TE VPG T P R 5 1PV
Jit e AR A A AT RS SR RS He, i L BEAT T 2 R (BT AT VP A

T HOgkEL 2022 4F 2 A E 2023 4E 6 A F4aPHIT S = N R B hP i 5 fe i R ARt 2 R &
MR AE RN VT 23 B0 44 HRE . PIZEL R RS PN ST I BE AL B BEAL 7 i 2. TR,
Horp o 30 6y a2 {4 i A E % MetaNeb, X HEZLE A il BE RS 3% (HFCWO) , 103%3A
JYRT (TO) , PRHREZE 0T LA 15min 1697, ZRlfEiRIT 45 (T1). 1697 1h(T2)MG97 3h(T3)/5
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0% EIT B, 8 200E WSOR I PHFT(AEEL) A E O A8 4k, 78 T3 204 7 Sk i< 45 5
(ABG). %5%. 5 TO ALL, seiGdlHEEAE T2 A1 T3 I AEELl ST, il m s B4
FrekE; Widl ABG ¥IEHR 2R, 4% A B E T, MetaNeb &3 o 75 M X 78,
Il kGO s, AR ABG.

GEEL 5 TOAHEL, SZIRZHERETE T2 M T3 I AEELl S35 i, W@ S o st 4G ks,
‘H ABG LR % 5.

g A EE Y, MetaNeb WX T HMMX MRS, MEKMNENGSE, X ABG #
M A /)N

eP0O-028

® G B h 18 B At & H Bz Bk S & B0
B AW

FHEE. BE
THERKZAER

BB i3k v s A2 18 2T 24 14 2 ) A M 1100 71 B R A i 20 ik v s P T Joi 2 i 5
B R G R AN F A a S P TR S . ASHIF Tl ) P DC R RS . AR, BRI
SRR R, IRREYALFEE . i 2 B 5 I sh ik a5 2 6] 195 £

T JE A DT EC 4> BT AN Logistic [FIH TR R M FILD &Rk s kMg e &858, %
I PR A1) 577 RE 2% SR RAAL 8 S B S il sh ik s 2 TR R R &R

ZER YA FVE TR R 206 B3t 51 ] (24.76%) LB L) EIS T RE A il s ik
m s il ik AR R . BMI 88 Tt sl fik s 204G, ilish ik 540 PaO2/Fio2 A,

SRR T I B ik TR AL R . ¥ RO (R Se i 2 S AR R AT A (R R P DT R VR Ay, 3
17 1:2 VLHE, VUECAZE 0.1, ik b Mishk s R4 43 1, TChtishhkm EA B 77 51, 458K
POE ARG, WA, 45014 QILD. iz, Ml &y Ay A gt 2 5
(P=0.004, P=0.001, P=0.001, P=0.001, P=0.043, P=0.010) , iz = &4 IF % iz

Eeodisl, PIRE RS A bl £F4E4biPor . QILD M4 sk mn e 4 iy, Fili sl ok e s 4L e il 2 AR sk 2>,

F I PP B s HARRAG e S5t < G E . s2ARss . BEImRs . MR AR . S
MELEEAE TG T ER, P AT 0.05. KFeF4iib i a5 ik g /& 1 & - il sh ik e 5 17
AR, B ERESEENASE, ##47C Logistic [FIH2M T, 45 RN IE R AR E 2 H

MR EE . £F4EML 1RS>, QILD. B ZRFR. ML Vo0 & £ Ak 1 18] 57 M il o m & 51 il 3 ik v &
ISR R @ZREZ0T KIMLT4E101E> OR=1.044, 95%CI: 1.008~1.081) JNZI-4EAk 1 a] 5
PR B AN ok e R ST G R PR 25, P=0.015. 3 Jot 22 1 B o) 1tk 37 77 2% 11 ok B0 IE 3 i 25
WA . AT WS, QILD. SRS & 5 & H M sl ik e 2 [ R AR R 2R PE G R,

IEF IR R, IEWEAR . WIER . PP V5 0l 3h ik A IR A 5%,

P<0.05, 44tit2fm o Hod B8 il 283 1 00 b 5 21 4 A0 1) 5 o i 0 7 I Bt s ok v 5 52 6 1)
KFZR; WK S, QILD. ZF4EAbVEor MU VE o5 £ 2 Ah 1 8] 5 2 e g 75 I il 3 ok i . 222 1
MR, AN QILD [ ELIGm LT 4Eb i oy M VE N, 2 4R 4 ] o PRt
B H It B0 ik v e Rl R N

S 2 A R 5 il 0 A R 2 ik o e BB AR TR, BTG BN ik R R AR B ARG,
ANGOUE M A VR o 2 AR YA PRI B K R R S R B Bk s R AL R R R, B
BRI IEF AR KR . TR0 MR SR sh ke s & HE 2L LR, 44
AR PR MVl S, S MBIk s e ml Btk ok .
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eP0O-029
AL HYERSEZERTELRERFERATARTRRE
RAE
R, KUK, E8E. KRR, (FEZE . VT
R H AT BB

B R R AT A e — ik e MR SO M I, H i WA 206 T FB. N T R,
IRYERF R VG AF SEfb 2R 4a R, HEFE DRI AR JE B X8 18 Je AR AT B er e ia 7 . (HKBIRA Bt
AT RE ST EE 2 AR RN, ERPWEYT, mmiEE. B H AR R A 4
A A 3R SR R % SR IE Je AT 1 F IR AN BB

T AW 2017 & 2 A% 2022 4 2 A2 H AU B Bt B 2 itk HE Je B sk Je 18 Je A
TBIT IR R VEN AT A B, X g FH 2545 Dl & P 25 TR B AN R B AT BE 7, R SPSS
26.0 5 Prism 9.0 X & da gt 17 db# /A H 42 i, P<0.05 B ASE RAAEE R 22 £ 7.

R ARG 205 LA HMLAEERd & 98 i H B ik e AR g A MMl - 4 fb sl , PZH s
R BITREER . BRI RARIRIT B SRS 2% 5 T2 AR R BIG T I 8 (61.22%
vs 32.68%, P<0.001) . FTAINEEEAN R EFE R ZGYHERA R KM, SitdEefis i,

JE ik AT KA B F AR M5 25 1 K A= R (48.98% vs 27.80%, P<0.001) . MR 254 #AEAE W
WRGEIER, LURERNE W, SRIERAME, R ER K E L HHEIA R RN, #
W2 AR REA B2, ST 1200 mg/ Rt IE BB 3 E & A K BB AR
g0 RPN EE BRI E 2. R ek e n & A 2 5 Bl e
AR R BT WEIT, AR R R R H I RGN R RN E R Z L. RS A St
ST 2 KRBT . A EBHAT R R AL FE 29 MR N, TR BT IE K AR 4R iR TT
JARA, (H4E KA A 1200mg frintkEE Je B AUl T30 0 35 o s 1R AR AR 1)

eP0-030
Ge A AL 2T R 401 7R A8 K 18] o7 14 i 5 Y S AiE 43 B % I R HFAE

BhwH . BAR. E
P 7 R R RS U5 R B

H ) St A S IR S A B 48 (Checkpoint inhibitor-related interstitial pneumonia, CIP)
S AN FNAIT G — T E AR BN, T 9k A0 3 B R ) O R i BB R . (EEE
WREI, MRERFAMVER S, B oA M A7 HoAd e A el i o te A, i
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fifi% (Crytogenic organizing pneumonia-like,COP) ; MEEaAIZ NI IBFEAS (Ground glass
opacities, GGO) ; RARIZ AMEFE; WER TGS HIERSER . 35S & WA CIP KW ICI
Fhg: A Z HIAERIZRRPUE S IREGZ AEER RGPS S . CIP 1GY7 I & LA B 1A 2
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ePO-031
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eP0-032
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S
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53 TBLB 41 36 5 18 Fl RS baA FURE RIS W, 2WiH 2% N 50.0%, TBCB 41
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W ASS 4D o T PTD 7 REHX BRI ST, AWM, iBscAs s B BRI e, il
Z REEM AR EARAE, Wt — PR G K .

R ZEHAPR S REERSR, HEEL R, BREL R R ME, A& i
B CFAER . EBERE. MiEFARE, ARG, WIS WONI R, gk
T2 RMEEEER, IR IT AN, W B I AR 1S DL i 22

g5 USSR B AR N R PSR sE DIAUR AR e W, 12 E L R eV . 2 2R
PME, RAREIHZH.

47



v R 2 B L i e T 1) S A P 2 AR 2 WG

eP0O-034
Clinical significance of interleukin-6, total bilirubin,
CD3+CD4+T cells counts in the acute exacerbation of
connective tissue disease-associated interstitial lung
disease: a cross-sectional study

Chengxing Ma,Jingjing Ding
T R 22 R 2 B B B e B B

Objective Interstitial lung disease (ILD) is a severe complication of connective tissue disease
(CTD) that can significantly impact patients&#39; prognosis and quality of life. However, the
current diagnostic arena lacks reliable biomarkers for detecting and monitoring the progression
and exacerbation of CTD-ILD. This study aimed to investigate the clinical value of 12 serum
cytokines, especially IL-6, in the diagnosis of CTD-ILD and prediction of the risk of acute
exacerbation (AE) in this disease.

Methods This study was a cross-sectional investigation. Ninety-one hospitalized CTD patients
were allocated into two groups: CTD-ILD group (n=61) and CTD-non-ILD group (n=30), and 30
sex-age matched healthy volunteers were enrolled as controls. The serum concentrations of
interferon (IFN)-a, IFN-y, tumor necrosis factor (TNF)-a, interleukin (IL)-2, IL-4, IL-5, IL-6, IL-8,
IL-10, IL-12p70, IL-17A, and IL-13 were measured by Luminex suspension arrays. Logistic
regression was employed to determine the significance of variables in the occurrence of AE-
CTD-ILD. A nomogram was constructed to visualize the independent variables.

Results Elevated levels of IL-6, IL-8, and TNF-a were observed and compared in the CTD-ILD
group with CTD-non-ILD (all P<0.05). Similarly, the levels of IL-6, IL-8 and TNF-a were higher in
the acute exacerbation (AE-CTD-ILD) group compared with stable CTD-ILD (S-CTD-ILD)
(P<0.001, P<0.001, and P=0.022). Significant correlations between serum IL-6 and PaO2/FiO2
ratio (r=-0.463, P<0.001), percent predicted forced vital capacity (FVC%) (r=-0.362, P<0.05), and
total ground-glass opacity (GGO) score (r=0.439, P<0.001) were observed in CTD-ILD patients.
Multivariate logistic regression analysis revealed that elevated IL-6 levels, total bilirubin (TBIl),
and decreased CD3+CD4+T cells counts were independent risk factors for the occurrence of AE-
CTD-ILD (OR=1.121, P=0.024; OR=1.865, P=0.047; OR=0.983, P=0.037; respectively).
Furthermore, by employing these three variables in combination for the prediction of AE status,
their collective impact surpasses the independent effects of any single biomarker.

Conclusion Elevated levels of serum IL-6, IL-8, and TNF-a were associated with the
complication of ILD in CTD patients and the occurrence of AE in CTD-ILD patients. IL-6 could be
a promising serum biomarker of severity and the occurrence of AE in CTD-ILD patients. The
combination of the three variables (IL-6 level, TBil and CD3+CD4+T cells) predicted the AE-CTD-
ILD better.

eP0-035
¥l TL1IA/DR3I S BB LR+ Th1/Th2 F Th17/Treg
R FE AR

DR T AR
P RS IR 2 e Y s s R e

B ABFFCEE S TLIA BafEdiik (TLIA Ab) X453 TLIA/DR3 15538 (I/E F UL %

Sob 45 PR TR EL S R R A B A T am P AR e T 4 Ek B 5XhResem, R TL1IA Ab 275 AT LA
AT TR Th/Th2. Thl7 A1 Treg U0 R /KFAITORE, M H00 6 45 1595 ) & R i A2 .
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JiiE # 32 L C57BL/6 MEVE/NRBEAL Y LS TR 45T +TLLA Ab 2. 45719+ FE K P 41 fl
TEHMEA (n=8) , it HE JLtapPu & 20N BN PR 2 I (R T Al ot s i 4 B AR 70 A7 25 2L 35
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4. P=0.0027; P=0.0021; HiZEkKHA2H: P=0.0292; P=0.0005) . Zi¥iH4H IFN-y. RoRyt
mRNA ARk R 525 T IEHEXHE4L (P<<0.0001; P=0.0004) , ifi IL-4. Foxp3 7E45%1%
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MRNA ik BT HA W E T (P=0.0001) , IL-4. ROR-yt XiABMHK T AT HRI L
SRR, (AR EIG 2 5 (P=0.8008, P=0.0972);Foxp3 mRNA ik &1 45 1 41 B 5. 1
(P=0.0023) ; ML ZEKIMIGITHEZEI LS TLIA Ab 42RUUETT 2058, H IFN-y. IL-4. ROR-
vt MRNA AN R X B E TR AEE T, 1 Foxp3 mRNA £ ik & 8% &
(P=0.0003,P=0.0246,P=0.0027,P=0.0225) .

58 TLIA Hou PR nl @ #0645 1% b TLAA/DR3 15 538 I 25 8as, A0SR T
Th1/Th2, Th17 BI4H e AR Treg 4HMIK EARAS, M4 025 1505 P S I TR R, i 59
995 HH ) G2 S SRR B T AE A

eP0O-036
Tetrandrine Improves Pulmonary Fibrosis via Regulating
Lung Microbiota-Mediated Metabolism

Jinzhong Zhuo,lanhe Chu,Shaoxi Cai,Hangming Dong
Chronic Airways Diseases Laboratory, Department of Respiratory and Critical Care Medicine, Nanfang Hospital,
Southern Medical University, Guangzhou 510515, China

Objective Idiopathic pulmonary fibrosis is a progressive and lethal disease characterized by
interstitial remodeling, with high lethality and lack of effective drug therapy. Tetrandrine is a
minimally harmful medication derived from the menispermaceae plant Stephania tetrandra S.
Moore (Fenfangji).We previously found that tetrandrine could ameliorate pulmonary fibrosis,
however, the mechanism remains largely unknown. Dysbiosis and metabolic abnormalities have
been shown to be associated with the pathogenesis of pulmonary fibrosis. So we established
both in vitro and vivo models to explore whether tetrandrine could improve pulmonary fibrosis by
regulating lung microbiota and modulating microbiota-mediated metabolism.

Methods Western blot, immunohistochemistry, immunofluorescence, and masson staining were
used to detect the expression of associated proteins and the lung pathology.The bronchoalveolar
lavage fluid samples collected from animals were subjected to microbiome (16S rRNA gene
sequencing) and metabolome (liquid chromatography tandem mass spectrometry, LC-MS/MS)
analyses. Network pharmacology was used to explore the functional pathways associated with
metabolites affecting pulmonary fibrosis.

Results 1. The expression of fibronectin,collagen-l,a-SMA were significantly decreased and
the lung fibrosis was dramatically alleviated in the BLM-induced animal model treated with
tetrandrine than BLM-induced animal model.

2. The flora diversity and composition were notably different among the control,BLM,and
treatment group.
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3. Tetrandrine modified the structure and composition of lung microbiota in BLM-Induced fibrosis
mice.

4. The metabolic profile were significantly different between BLM,and treatment group.

5. Tetrandrine modulated lung microbiota-derived metabolism in BLM-Induced fibrosis mice.

6. Multiple differential flora were significantly associated with differential metabolites among the
the control,BLM,and treatment group.

7. Tetrandrine significantly reduced the expression of 3,4-Dihydroxyphenylpropionic acid in the
treatment group than the model group,and network pharmacology analysis showed 3,4-
Dihydroxyphenylpropionic acid affected pulmonary fibrosis in multiple pathways.

8. 3,4-Dihydroxyphenylpropionic acid repressed myofibroblast activation and the profibrogenic
henotype by regulating oxidative stress in vitro

Conclusion Tetrandrine Improves pulmonary fibrosis by regulating lung microbiota and their
derived metabolism.

eP0O-037
GNRI predicts survival in patients with idiopathic
pulmonary fibrosis

Qinxue Shen,Hong Peng
Second Xiangya Hospital

Objective The aim of this study was to assess the nutritional status of patients with idiopathic
pulmonary fibrosis (IPF) using the Geriatric Nutritional Risk Index (GNRI), determine
GNRI&#39;s potential as a prognostic indicator in IPF, and investigate the relationship between
GNRI and survival outcomes in IPF patients.

Methods A retrospective analysis of the clinical and laboratory data of 265 IPF patients was
conducted at the Second Xiangya Hospital of Central South University, from January 2011 to
January 2021. The follow-up period was 5 years, with the outcome being all-cause mortality.
Nutritional assessment was performed using the GNRI. The association between GNRI and
mortality risk was estimated through Cox proportional hazard regression models.

Results 265 patients with IPF was included, 35.5% subjects suffer from malnutrition (GNRI<98).
Most patients in this study had diagnostic delay, the median time was 17 months(IQR: 29.0-43.0)
and patients with GNRI>98 showed shorter diagnostic delay than patients with GNRI<98. The
GNRI was significantly correlated with several baseline variables, including predicted percentage
of FVC, predicted percentage of DLCO, Hemoglobin, Albumin, and BMI (all P<0.05). Patients
with GNRI>98 had a significant higher survival than patients with GNRI<98 (66.1% vs. 35.1%,
P<0.05), and the median of survival time was approximately 29 months(IQR:17.0-43.0) since
their diagnosis. A high GNRI(GNRI>98, GNRI>101) was associated with significantly better
overall survival (P<0.01 and P=0.02, respectively). When the higher tertile of the GNRI was used
as a reference, patients in the second tertile and the lowest tertile remained at a higher risk of all-
cause death (P for trend=0.007) and IPF death(P for trend<0.001).

Conclusion The study indicates that IPF patients exhibit impaired GNRI and GNRI<98 is
associated with an increased risk of all-cause mortality in IPF patients. The GNRI may serve as a
useful prognostic indicator in IPF patients and should be considered in the management of these
patients.

50



v R 2 B L i e T 1) S A P 2 AR 2 WG

eP0O-038
Intermittent hypoxia exacerbated depressive and anxiety-
like behaviors in the bleomycin-induced pulmonary
fibrosis mice

Mengging Xiong,Hu Ke
Renmin Hospital Of Wuhan University

Objective This study aimed to investigate anxiety- and depression-like behavior in animal
models of BLM-induced pulmonary fibrosis in a combination of IH.

Methods In this study, 80 C57BL/6J male mice were intratracheally injected with BLM or normal
saline at day0 and then exposed to IH (alternating cycles of FiO2 21 % for 60 s and FiO2 10 %
for 30 s, 40 cycles/hour, 8 h/day) or intermittent air (I1A) for 21 days. Behavioral tests, including
open field test (OFT), sucrose preference test (SPT) and tail suspension test (TST), were
detected from day 22 to day 26.

Results This study found that pulmonary fibrosis developed and lung inflammation activated in
BLM-induced mice, which were potentiated by IH. Significant less time in center and less
frequency of entries in the centre arena in OFT were observed in BLM-treated mice, and IH
exposure further decreased that. Marked decreased percent of sucrose preference in SPT, and
significantly increased immobility time of the TST were detected in BLM-treated mice and IH
widen the gaps. The expression of ionized calcium-binding adaptor molecule (Ibal) was
activated in the hippocampus of BLM instillation mice and IH enlarged it.

Conclusion Our results demonstrated that IH exacerbated depressive and anxiety-like behaviors
in the BLM-induced pulmonary fibrosis mice. The pulmonary inflammation hippocampal microglia
activation may be involved.

eP0O-039
The causal relationship between sarcoidosis and
autoimmune diseases: A bidirectional two-sample
mendelian randomization study

Di Sun,Ruimin Ma,Jingwei Wang,Yuanying Wang,Qiao Ye
Beijing Chao-Yang Hospital

Objective Obijective: Sarcoidosis was considered to be associated with many of the autoimmune
diseases (ADs), but the cause—effect relationship between these two have not been fully
explored. Therefore, we conducted a bidirectional two-sample mendelian randomization (MR)
study to investigate the causal effects between sarcoidosis and ADs.

Methods Methods: A bidirectional two-sample MR study using genetic variants associated with
sarcoidosis (N = 340,718) and ADs (N = 342,499) from the FinnGen study. The outlier variants
identified by the MR-PRESSO outlier test were removed step-by-step to reduce heterogeneity
and the effect of horizontal pleiotropy. The Cochran’s Q test, MR-Egger intercept test, and
“leave-one-out” sensitivity analyses were performed to evaluate the heterogeneities, horizontal
pleiotropy, and stability of these genetic variants.

Results Results: MR evidence showed that the presence of ADs led to an increased risk of
sarcoidosis (ORIVW [odds ratio inverse variance weighted] = 1.89, 95% confidence interval [CI]
= 1.66 to 2.15, P = 6.55x10-22), but the presence of sarcoidosis was not associated with an
increased risk of ADs (ORIVW = 1.02, 95% CI = 0.98 to 1.07, P = 0.247). Moreover, the
sensitivity analysis detected no evidence of heterogeneity, pleiotropy, or outlier single nucleotide
polymorphisms.
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Conclusion Conclusions: Our study illustrates the significant causal effect of ADs on sarcoidosis,
and may provide clues to underlying autoimmune mechanisms of sarcoidosis.

eP0O-040
Tetrandrine alleviates silica-induced pulmonary fibrosis
through PI3K/AKT pathway: Network pharmacology
investigation and experimental validation

Ruimin Ma,Xiaoxi Huang,Di Sun,Jingwei Wang,Changjiang Xue,Qiao Ye
Department of Occupational Medicine and Toxicology, Clinical Center for Interstitial Lung Diseases, Beijing
Institute of Respiratory Medicine, Beijing Chao-Yang Hospital, Capital Medical University

Objective Tetrandrine (TET) is a bisbenzylisoquinoline alkaloid derived from Stephania tetrandra
S. Moor, known for its potential use in attenuating the progression of silicosis. However, the
precise effects and underlying mechanisms of TET remain controversial. In this study, we aimed
to elucidate the pharmacological mechanism of TET using a network pharmacology approach,
while also evaluating its effect on silica-induced lung fibrosis in mice and TGF-B1-stimulated
pulmonary fibroblasts in vitro.

Methods The network pharmacology was employed to unravel the biological mechanisms
through which TET may exert its therapeutic effects on pulmonary fibrosis and silicosis. In a
silica-induced mouse model of lung fibrosis, TET was administered orally either during the early
or late stage of fibrotic progression. Additionally, we examined the effects of TET on fibroblasts
stimulated by TGF-1 in vitro.

Results Through the analysis, we identified a total of 101 targets of TET, 7,851 genes
associated with pulmonary fibrosis, and 80 overlapping genes. These genes were primarily
associated with key pathways such as epidermal growth factor receptor tyrosine kinase inhibitor
resistance, the vascular endothelial growth factor signaling pathway, and the phosphatidylinositol
3 kinase (PI3K)-protein kinase B (PKB or AKT) signaling pathway. Furthermore, molecular
docking analysis revealed the binding of TET to AKT1, the catalytic subunit of
phosphatidylinositol-3 kinase, and KDR. In vivo experiments demonstrated that TET significantly
alleviated silica-induced pulmonary fibrosis and reduced the expression of fibrotic markers.
Moreover, TET exhibited inhibitory effects on the migration, proliferation, and differentiation of
TGF-B1-induced lung fibroblasts in vitro. Notably, TET mitigated silica- or TGF-B1-induced
pulmonary fibrosis by suppressing the PISK/AKT pathway.

Conclusion TET possesses the ability to suppress silica-induced pulmonary fibrosis by targeting
the PI3K/AKT signaling pathway. These results provide valuable insights into the therapeutic
potential of TET in the treatment of pulmonary fibrosis and silicosis.

eP0O-041
The CCL20-integrin a5B1 interaction enhances TGF-
B/Smad signaling to promote fibroblast activation and
facilitate pulmonary fibrosis

Suosi Liu,Qianrong Wang,Shanshan Liu
The second xiangya hospital of central south university

Objective Pulmonary fibrosis (PF) has limited therapeutic options because its molecular

pathogenesis remains unclear. Chemokine (C-C motif) ligand 20 (CCL20) plays crucial roles in
the pathogenesis of various immune diseases. However, its role in PF is unknown. This study
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was aimed to investigate the role of CCL20 in PF, providing theoretical and experimental
evidence for anti-PF drug development.

Methods The expression of CCL20 was examined in formalin-fixed paraffin-embedded lung
biopsies from patients with PF and normal controls, serum from IPF patients and healthy controls,
and bronchoalveolar lavage fluid (BALF) from BLM-induced PF mice. Cell migration or invasion
assay, IF staining, and three-dimensional collagen gels contraction assay were used to detect
the effect of CCL20 on fibroblast activation. ColP/MS, luciferase assay, IF, and immunoblotting
assay identified integrin a5B1-induced TGF-B/Smad signaling as the downstream signaling
mediating CCL20-induced fibroblast activation during PF progression. For in vivo mouse studies,
BLM and HCI models were chosen as well-established and relevant models of lung fibrosis.
Fibrosis was evaluated by Masson staining, hydroxyproline assay, and Ilung function
measurement.

Results CCL20 expression was significantly increased in the lung tissues of PF mouse models
and PF patients compared with healthy controls. Type 2 alveolar epithelial cells (AEC2s) were
identified as the major producers of CCL20, and an increased expression resulted from
decreased expression of the transcription factor JUN. AEC2-specific deletion of CCL20 protected
mice from bleomycin (BLM)-induced PF. Mechanistic studies revealed that CCL20 interacted
with integrin a5B1, but not the classical receptor CCR6, on fibroblasts and subsequently
enhanced transforming growth factor-f (TGF-B)/Smad signaling, which promoted the
differentiation of lung fibroblasts into myofibroblasts. Antibody blockade of CCL20 or disruption of
the CCL20-integrin a5B1 interaction reduced established PF.

Conclusion Our study highlights CCL20-integrin a5B1-TGF-B signal cascade as a potential
therapeutic target for PF and suggests a conceptual framework for understanding the
interconnectivity between AEC2s and fibroblasts during the progression of PF.

eP0O-042
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AR, PO R . BB . RNA FE Yo S e 44k & A dL], AFER
YRIT 2B e IR T I AT e SR L B R T R

Fik PR GRS S0/ B 450 TGF-B1 B MRC-5 4Hu iR, A 1%t T 455
PEFLM] circFOXPL SIS MIKERIA Tk . SR 9o ST 41 B3 58 /AT 7 4 1 F Western blot
Kl circFOXPL 7l 1 fifi B £F 4E 40 B f 35 4k« BB AT RS e J1, DL I BB JR . a-SMA.

vimentin £ 4EALA TR R I RE AL . B ThRERI R RIE . RIP. %5 43 B FIAR e 14 55 SL U6 VIE B
circFOXP1 j#id 5 hnRNP K JEf-5t RNA EE AR &Y IR ATF3, 1P NN, A fe il
YR A

£ B Western blot. /NEh¥) CT LLK& HE&Masson 25525045 BB R circFOXPL fE4R AR A 44k
R h ROk, AR AN R R AR . ARG AE ALE AL AE J1 00 9E . RNA pull down+ i i il
RIP s230 45 KB hnRNP K J2 circFOXP1 145 8 1. Western blot. %% 2¢ 6 LA K DhRE Rl 5 5K
IRAESLIG S5 AR circFOXPL 5 hn RNPK Z54 K i RBP,HE ] P J53 I L 5 85U 4T AL I kA=
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2230 ATAC-seq /7 FISZIGIGUE 5, 1EFF ATF3 /NG 4E 5T B An. Western blot . RIP. X%
REEAF e PRI 45 SRR, hnRNP K 7] LIA5 circFOXPL 75 ATF3 17 RNA &K /KF, M
SRS SN R e g A R f Ay 3

gt AR T, circFOXPL () FilFIAZE 4 hnRNP K AL RBP, Eid#Ea ATF3 4 J5i R
WS BUM AT BRI R A . NI 4EACSR AL T8 B2 Wi R AR AN 2540 T FRE £

eP0O-043
ShiibiEk KL-6 BN ZEFEIR RS &im BV s PR B2 A B

PR YR Y20 Mol S B 4. KRS T im0 SRR AL LS. ANETE M2 he e
1. WP 4 E R S, TN BERER 2, [ SRR AR GE I R AE TE Hh Lo, T PH R fe FETE 9
2. [T HIBERER S MY I 55— B e, 1R SR WP HR P 2 v o
3. )M
4. FEQVEMILRAEAR (D HIRAF

B SR B SEDT)R-6 (Krebs von den lungen-6, KL-6) &5 F I PR f~ i — i) 1a) J5 1 s 55 I
WAEIbRIEY . SR, BEERGIN R, AT SR IANE MRS KL-6 /K- AR 582V &5k
FEFNIG R IR BEAFAE o AMAA 2 FR TG 20 I 0 WA I AR S MR 3, WA B G IR LI /E N IR AR 2 I 2R
YIkRic. KL-6 BRI [, WLEIM S ANMAR R AEAE, A KL-6 R0 2 75 B8 5 I R ST s
fiti 5347 2

ik AWFRNGE 186 F1%2ikE, MR RS HIR 175 6, fEEEXHIE 11 6. FIEE A N ia) i
PEREER A . L. B4, SO, PR N 61 (52, 69) %, RLEEK GRS
WA J2 I KL-6. B IS MR A SPSS 19.0 BTS00 . eah, FoA T Il £F 44k e
I3 JHEAT BT 0 2 SR A 2 B5E A AT

ZER KL-6 (MUCL) 7F b Afks 5 tE mRik . MR KL-6 75 5% R U 28 40995 ) FH 14 2R 43
SN AR R ER 4L (75%) VS i 4l (57.5%) VS fli &4l (55.81%) VS <iE IR 41
(25%) , A ZRAHSGTFE X (P<0.01) . &5 PG4 ik KL-6 /K- F[247.9
(95.1,1372.1) U/mL] - HoAth R 2 55 4H R0 4 FRE X HEZH (P 39<<0.01) 5 AT o P4 il 9 S oF
MARvE, AMIME KL-6 BHES &% 5 T3¢ KL-6 (75.0% vs 56.3%, P<<0.05) . #M#iA KL-6 5 ifi
K KL-6 /KPR AR, rs=0.904,

28 SNE KL-6 51 KL-6 BARIFIIA M ERBEMER S, SR KL-6 B R
F i3 KL-6; 51 KL-6 bk, FMBik KL-6 52 5 A 7 8 45405 i 2 s ic 40 .

eP0-044

CT E &5 B A Fv o a0 EiE B Bt i 2 f Bl — 51

Fhh AT G AN TKBES . VEEE. (RLA
R A N R BB

) JATRIE — B il Dy 5 (03 3 70 () S P % PR f o 531, 65 %, DARBPEMaRT . U
1 ARTNEVR AR BRAES: BRAE A A 4R st 4 4 2007 41 4 N REEBEAT A MG <
FAR; 2018 FMBESMGE AT, THMAKZES —MBERATNEE TR, 1 AR EFHR
MBI, iR 38.7°C, =7, JTEHAMREREIR, BAT HARAGE S R IRR WA 5%, T-41
BEAMR CT SR fiiif gy, Frd HuE e, WD i W, o, R 2 i
e, B, ST AMNAITRIFE B, 5 RHET BV, Rl m 38.2°C, FERIT, HUIRAGIS
SRR R BRI, AR e RN
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Tk NBE BT, BT LA TR ERA, PURYE, Puerditt, MR s, R Rr
Wit , JEIAMEEE. B HMRSE. BB A Al e o £F 4k ™ &, TSP RHERIT <25 2023-02-10
B NI 5 fs AR 2R, SEERE, QKPS TR Wilh B, Wikek , s
FEEM T PURSIATT . 458 B EIR RS CT RBL, &S W R R M8 R4 41k, S4hk}
BRSE, BIREETESEMEE, 85 AKBRRTHEE.

2R it GAP 1F4r=G1+A0+P2+1=4-6 43, -l 2%, 14EFET-% 16.2%-39.2%. 6MWT AL 52,
MMRC ¥4 4 43 RAMMEE A 2022 % 8 H 8 H. 2023 42 H 13 H. 2023 4 2 H 20
H HRCT it 17w Eaotr, Boamiiiegs il a a1 508 1184.18ml. 2094.99ml. 2211.54ml,
WX K& 5 AR R 2 ) )y 384.55ml. 917.63ml. 961.92ml, 4 &5 fiili+ /X 4% 52 SRR 20 ) 1568.73ml.
3012.62ml. 3173.46ml. 2023 4 2 A 20 H HRCT A A2 il & itk A4 53y 1668.34ml.
543.2ml, AXFRIEECH 3.07; Hlifis ZEHRRESLARE S 708 264.12ml. 697.8ml, AXIHRFEECH
2.64, fifliflier4ifb g s i, ZERRArditb rh kg2 b sc B K2 T g e il

g 2RI BEE TR R A AR, TG 2. P9 Rl R B AN Bkl i et R it £F- 24
1, AXIHRELFLEIEN SRR, B 8RR KBEEAMEMIA . al st misIT,
MU RN 4T, B R AOR IR IR IR TT

eP0O-045

LCH &H IR XM 556 FRik 15—

WA, EEIR. XS, Ko
nEAS - NRER

B BRI 4 i 4 23 41 it 184 4 5iE (Langerhans cell histiocytosis, LCH) A& — % WL oo B 1 5%
-EWEANER , KR RE, I B R ORI R AR B A A I 2 RS . IR
I Es R B il &I RGPS RS, RO LR IE

F B, B, 45 %, BMI: 27.68, [RMEME 6 4E, £JR 4 FEEMR. AL 2 47 F 2022 4E 07
H 20 Hti2W S fa e =R . B 2016 FIFa T Bk R H Iz, B, % bvrE
RS, I E B2 Wl A R 2T 4E4k”, R T EM. 2019 4F 10 H B EH S BEITHBHEME IR, £
AR, JREEZZ) 10000mI/H, HAR 257697 5 IR B> 249 5000-6000ml/H . 2020 4F
UGS A, BTN, 2020 4F 9 Axtie BWIEER, 17 CT 515 FHAHLSUER, Wb
[ JRAF4EqL”, HbfaRAKRER 3 H (80mg sk 15mg) , EAEMEE CT $eai k- # i JE i
BN EITIEY. 2022 £ 7 ARE—H2R, EREERLS, TAHMERSE H . B ARk
NE BN R AL R E R 1i2mie, NHRZ R EZIRIER, T 2023 4 2 A 14 HEENS
Wkl FEBEIKINE IR . WREEEENE. TR MRI SR, B2 R MR BPiE” & N
WAl PR EE TR, DB, TRHM, MR, TEIFMERE. BEE: 2018 FR I
‘R BBERAR", RIGTT; 2020 RSV fE L 3 KM R 20+4F, P 20 S/H, Sk 3
o B s 2044, P 100miiH, B, BEEE. M. R0 LLEE LRI RR
CE s, A% 8 T & .

i3 2023 4F 2 H 21 HX 2022 47 7 F Vi St ior 2 2t He i ORe ik e g B2 14 LK 4. &85 H
B2 WA, YR TR 1 W7 (0.9%N.S 250mI+KEET 6mg/iRE A, Hlkm:,
FA—w, A 6-12 B (RAGIEAREREE 10mg/K/IED) , kJefs 4omgiaRm, % 1-28 K,

20mg/MEREIAREE 29-42 KD +XPAEVRIT » WARREW T RZIMEREER:E A LA gn, +—FR £
WK% 2 Frgd ;s 2) 8% KR BRAF. V600E FEFGI . 3) FIHEA O FEMIE A, ©»
BN R AT FL I b 8 5 B IE T IR e T P .

g EIXE, RIS T B AZ 29 LCH p, HAkr 2 AAE T & 35 0t 5 Rk O e
(G5 oy s, $28 LCH RIS 0o AT BEAF 75 L [H] A8t A2 T i
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eP0-046
RFEMERIS SRR AT SER—BG

TN ONES N T N TN N
LN

B FATHRIE — AR IE RS Wi IB R SR R0 BB, DLW, iR
544, MHE 1 AR"ANEIFARL, 5 FERATCIEHF B IIZEE . %5, KR 100mlIK, Ak
B, AT, R, TR, MR, S, TMHPURIYEITE, R, 2
Ja LORREARA W B, ¥ O AR 2 M R B e T SR i, R EM. 4 H A LU S nE,
PEBhER S, B2 THWRERAT CT (2022.12) #oR: 1. W SCAEY K IFEYE: 2. 150
ik B bR BBk A4 s 3 XU AE G . 4. 2 BREASAL ST, T UAPUEGE. Py (RIS
T VRITEEIR R . 1 ARDRIE R, R, TR, RRE—BIRITE R, [Ti2L
“Jiti S RIS P AL S BTN TR

Fr R ORISR, XURTATTE & Velcro 3%, REFFR. SeBMAL, M. ma sk
[ 104g/L; 'BIfRE+HLRIR . REEREA 62.09/L, HEHA 32.59/L, AL 1.1, RHAILR
34umol/L, i H & H 179mg/L, i B & B 22.6umol/L, & 110.1mmol/lL, — %k B
29.6mmol/L, & F[EFR 3.30mmol/L; #EMIhee: 245 )5 4.290/L; MEbsEY: PR
6.21ng/mL. ffiThfe: 1. tREPERAVEMIBSIeREAT, AN TEIIRRIC. 2. SCAUEETRIRIRH
PE, FEV1 3% 35.3%/210ml. FEBIE5E CT $Em: XUMTRIE PSS ST K 25, 25 FE5RI8 PEm B mT
REPER, AERIMNERI; RN 2 RIMEEIM R, ANERIMKREE R, oMM 2 K 451 RE =,
R ARSI . 5.8 /NS MERAL M, AT . BRI SCET K IFEEG, NI,
ITREBEHAURIERL, JWHEFER: M RBEEVER TCT) Bk W bR 4ify, 2rEgnf, 4
L. AR R AN SR BRI A Beke WAF B0 b gnf, & W REani. LERF
M J5 25 I B R TE AL SO RIS I 2%, S AR I L 2 2 208 R AR, D E N
AP R R AR ORI R, SR e UL, R A LS S A M Sy o I A S VRO DR AR
(MNGS) /RSB, F751%k 37181,

g BE CT 3R M@ 2R 0E . SCEY 7K, 24560 s S R B A DCAS 2 R 38 S0,
25t ILD Z%Flee, BAMC N IRIEBMZMCRER”, ST HRIERE, 28R R huURgyh
57, GHLAERZ . 29K, PG SEADIERIT . BFEIWNIELG, RG4S TRER R 0.25g Mk, Wk
FB B RIABN, DROEE:- R R SR T -

g8 20 YISCRE R RIS K B TRI8 Mg RS M S E RO, I AR IR A, 4 A
RS, AMEE S BE SRR RIS W, IR SRS RATRIB A RE K (DBP) 24
TAEWARRMER A, DPB YT FANEIE R NEESS, S KSR k. PURRELEETR
JT7 o

eP0O-047

2 RUAE 5 15 S A8 5K (8] BT A R A O e R FF AE RN B 4T 4 AL S R BT 51

S T
BB M AL I

H ¥ pILD refers to incidental findings of interstitial lung abnormalities on HRCT sharing

similarities with ILD. This study aimed to investigate risk factors associated with the imaging
progression of RA-ILD, encompassing pILD and ILD
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J7¥: A retrospective cohort study was conducted on 421 hospitalized patients. Multivariate
logistic regression and Cox regression analyses were performed to identify risk factors
associated with the prevalence and imaging progression of RA-ILD, respectively

255 Out of the 371 RA patients, 120 (32.3%) had RA-ILD. Multiple logistic regression analysis
identified age>60 years, smoking, DM, MCTD, serum LDH>250.0 U/L, and positive anti-CCP
antibody as independent risk factors for RA-ILD. 51.0% (50/98) RA-ILD patients demonstrated
imaging progression. Multiple Cox regression analysis identified DM, DAS28-ESR >5.1, and
baseline HRCT scores >5 as independent risk factors for imaging progression in RA-ILD

251 Nearly one-third of RA patients in this cohort had prevalent pILD or ILD, and half of them
showed imaging progression during follow-up. DM, higher DAS28-ESR, and advanced HRCT
scores were identified as independent risk factors for imaging progression

eP0-048
AT BHSR IR 14 BT IR &2 = E R IO Bt R e —

AR, ERIRT. PhEEL. EA . TRIRE. EH LS
R A N REERE

B FATHRIE — 51 LU R8BS B 5 o 2 BRI i J . BB ek, 78 %, 1BARER T,
2022 4F 7 F 18 HEA"RxWk. Mg, Mk 145, hiEE 1 A7 RERAFRAENEIX . 1 FFGH 2T
DR B &8s e, BB, &2, seth, tHREshERR, REETZEM. 2 H
BT EIRAEIR T AR SZ, B CT /x: Al TH R REE LR, sERREIZH N
SCORE NG HRGY, & AR BEPURGYRIT IS, IR 5 1 HRZE. RREIR R R
B, fEMaR], RIEST. 1 JAHT FIRRERINE, (RAUMMEERER . BEAEE . “SCRE R R S 60 R
IR R 10 RAF.

FriE ANBJE A8t A K 32.4 mmHg, A4/ 66.5 mmHg. HEE CT: 10Uk 4 5E,
BEFCIR B R, AN, BATHRAE, 2 XU 3R RN LS 4 R AR
M- FEAY . AEE TR RIER: E IS N A W S AR i, Ao, A SR RO
JT & it B AUE I T LK VIR FE I, T T A G B BT W R I i R, R S i
ZWrgE R 1. PB3(HLfES9+), CK7(+), TTF-1(+), Napsin A(+), Ki67(3%+). PD-L1(22C3)(TPS
<1%). 2. 5 NHAMNEERBCSCAE R URIER, TERE T R A R A A A LSk
B GEETEA R GRFEHANEE R, Wm LSk B . AR AN E R BCCRUE R RS, T
AERENG Y, EH ALY, Rk, RS4RI A . RAMIRIE, Rk
A A SRS E MR AR . 3. A EAN: EGFR RAF, 19 MR,
PE746-A750del %4% (£ 8.22%) . SEHMILIR-FH+HE L4 S E BE R NERIESR. i,
WA 2N 1 Bl IV O, XU R AR 45 2 K 7% cTAN2M1a 2. SOV G 3.
MK 3% e 4. FURAREETS 5. WAL Y (BI-RADS 340 .

R TS ZE+ DURBR P <1, BRI IS SRR G, SEF FEiksE, S DR
k&R, FEMAE, A TFRBRNEASE 80K R ER. 1 HEEAERE CT af WA
SEAR K 7 A B B A B R VA L B ek, Hob 2023 4 4 HEHE CT WA EEM T4 M, gt
RO NG b, ZEl b R ORISR B SR R AR AN R o AR 1 ) o R R R U e, T BT
JdGE . BEMERARA BB ES, &a—IRBEVINE 2023 4 5 H, ARSI REF, .
AR BEAR AT

G0 SIH o A R R 2 I A AL T R i Mt B ] S PR i BRI, SIS W
R B . A EIERZ M RCR &, AU R8P AR SR AL B A 2 . ABI7E EGFR-TKI {1
TR AT R Gk S A LG T OIS RRSE, 048 TR AH O 8] o 1 it 1) v ek

57



v R 2 B L i e T 1) S A P 2 AR 2 WIS

eP0O-049

BEMUMERRRAEE—F

(2R NI 1= 10N N SN B (N A =)
TR A N R BB

B FRARIE — 45 RIS R RyTEE R g . B, 194, 224, 2023.05.08 KA/ K i 2
H, Bk 1E"RERAEE, 2 AT SER R, Gefe, i rrEsn, b 1-2 0/
KIZERFERN 10 TR, % 200mlik, oIt B NEY, AR, %5, iEshERR,
M TR b, 5EH S5 NI G iSRG, WS N Ty oy 5 Bk
BR MY, SWON IR RSB R PUE AR, KRR R “BIRkJe "SR AR
UG, 1 T IR ERORAE, Stis T 4R, 175 CT, $2R XUl 2 5 .

Tk B fRE 112kg, KB IEWR, HREACRE:, RMEE, 4BEEH, RLRK. BITE— 5K
7, R EEH PR R, HEEWON IRiE R, WRER; MEegkimnsg EZyiEE? 7,
WS HMET% . Goodpasture ZEAAE" S A, ATA VR IEAS CLEIRRIZWT . il g TGS . AfiZH ]
iy bR s, By ik, WL EWE O RMMERLE, M Wi 2742 208 A, i v () B F 1
A BERAIIIRE, EAINK, @Bt SAIRK, ABRAMNGE B RIUERE, 1
CEOIR R E AR A o R e (o2 B [N2305972] 2k Y (t(+) . 454 S e R P kG & . BEAE:
AMBEIZ WY S R SCRE . MR TR IAIT A AL, HEFR Goodpasture ZEAE. RGP TR
. ANCA AHRIME R SRR, S 2R, BB RIS R E RZUTEE (PH) .
R BHETNE. FLEESIEIR, B SR Rk R T, HB% Lane-Hamilton Z5G4E, 52 Wr
N IPH. PR IE AL T0E R TSR R E R R, TR TROE WIS, 752 R s ), ik
TRPRIERS, FlE 1.5mg/kg/d. TG PERERS 25 AR TGRS H L RS TMPT JERUDREF AR, $%
M FriRE, 4 iRk JER 32mg, qd, BRPMEIENS 150 mg, qd " A kM. #bk. PURGLERTT, B H
SEME M. AFThag. Bohee. OULEE. HEF, 3 AEE K CT, WEIT.

2w 25%70): IPH 2 —FFE IE T REEA 1950, AT RES| R EA M K I AT ARDS. IR TETR
J7 R 5 MOV T R E AR R, AR R R ™ R B AT I e P ) R IR RN ) s AE I .
A ANGE B AR SR AL T IE# & BRIV 2 W AR YT . 2R S8 n RS W/ A WL ILD
A 2 R IT i

eP0O-050
WL 7 PTEE B I 2 AR T 35 < b AT 4 AL O SE R

R RIERE. WARd . ERE. KHE. RIRA. BKR. B
TR M = 2 e B s = e

By FiET2Efl i — R A AT (AP AEAUIG , A ROR YT 250 A S WIAURCEE (o mT LR 42
AL T S I T AR AL, AR — S HEBD i 2T 2 (AT A ST AL (1 i PR VT 2E e
JiiE VR AT AL IR T, RN A AR SR AR T TR 2 R SE R e . RN
MR RIF RPN E A MG G L 3G TR AR A AR . AR B P DAE R ST ML AT
WS M2 IR (M BasFe, DA SATUBO ) AW AL R iiEdR 5. M1 502 5 R B3 DA G,
M2 BAHRRHEIS S ECM HE, HUMBHOERL T MG . 0 JOREAN G S 45 2 Fi
I RERYEFFH LR . HUBEL AT/ B M-@RAW264.7 41 it i i 25 B/ 5 1 kb {5
FIEHLHE ML . R, HUHLAH AT R AR & ROS SoE i B W 4H i ) NLRP3
RAYEAME, AR 32 A4 A B e 4 RO 77 AR P IL-1B f7 28, ATt il 2T 44k f ik
J&. UL S A RIR W] e gt e btk ROS AY™ 4, AR NLRP3 SORE AR, LA R A8
LA WU AT AR B A IR IL-8 i (8] TE AR R AT 1IL-6 K% Thl 4, K@k
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RN SR A MRS . ERMp RS R EONNEE 4%, ERSEEAEE
Fff & F ECM A IEE, MMP12 & —F B MG /b i st 2 AV, e nl i@k iy MMP13 Al
MMP2 [iE e, BEm et it £ 4Ef

SRR TENURAR G 2 AL IR, 0 4T 1 T G I e ) o7 BB R e i B PR AN ) i S 5 AN ), 4
FEIAESA Bh TR BRI ARt  EWE AN Bt mT A A A Y v A 8

S LR e ik A 45 5 0 20 PR i 4 4 A R R HE R A T s, v R AT B T R A VR T i 4T
YAl ) — AN B AU, R S B L A A R N FH R 2 22 Al il 21 A (8 7 %

eP0-051
B MiERRRG (Swyer-James-Macleod) #2&fiE—7)

LR B ShEREL. ElE . TKIES. R RS
TR A N BB B

B RARE B NE A RS . &, 21 %, DRBUAM 1544 BhEm 1 A&
RNEFABE, L ERFTRIANRIAMA . A, 2BA;1 HRATRE KVE 7 EI%EE,
BT BB — NRER”, Bif CT 4558 (2022-08-09) 7%: AL filiBRUL I 8RE H i< B 2s s
IR T A MBER”, ABRSERT, SRR, &7kl MfEER. kR
BrPURGSRT 1 AR, RIRIER, ERRABIRARLH, 2022-08-30 H& CT /x: 172 B4
MLV RIMA LR G 8 & G v e, RS BER AT IO, 20 o EMARJE BOSORUE T H ALY
A 3y MR PRIG R . RhiE.

TP RGE B R SRR ARG L. IERHAERE, TR . SR R
W SE AN NS 1 AERTTFASE — i CT o/ BIidE Bab itk il U, A 2 Rt R
BERPENEINAL o A IRRIENE I AR N A B 1 & T AR AT, AR IEE JAE o« 95 28 J) B <
MARKE A MR & 15 FREEAR. MAIER, F@ESIER LR, wmEah e g T %
(DLco%pred 72%), 5k E/MGIGEIN . RKRINGEZ . T SRR AR B GIEE . SPURSERTT
JE R AR B . SRS BN WM B B S R R B IEH « CTPA R A DU P M =%
UEHE

R 2 ®e. EAMER ILD 2284718 (MDD) , H& LW N miliE o itis: o1, T
HIT RS, R, JFERERME, MEAFETA. HiES TrRhis Ry 500 mg Qd,
LR fr 600 mg Bid, 4HEE R I(ZAREF) 7 mg Qd SF25%),  FUEH SRR e p
W, 3HEHEZ, LG 6-12 Alivi. Vi E45mIE M, KHMRERE.

g 2BA0): HERZEEIE (SIMS) J&—Fh/b WL DARIZE 52 5 38 i AR R DL B0
YR SR E 7 E S S, &1 1953 45 i Swer 1 James (1 AR f5). 1954 4
Macleod (9 #i)#i7t, Al WLFILEBURAN . JLE LN EAE WP IE B (5, H H %, 550%) st
MLV ZEVEMSCE R, A SCUEY K ISR BiBoR . RS, ImKERN: K2
BIRER, P R IPIRIE Y . e R BRSERIL. CT AR MR IE
WEAR/N, RIMERG: WAARE G &, AR RG L WS SR = i
BRGNP SARIA ], RIS MR . 6T LA ARG T MAMNEHAETT N E
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eP0O-052

0BRSS T i — 15l

BERH AR mUIE. Edh. PNETET. SRR, R AR
TR A N R BB

B ARG GO IESE TR s . HERME, 2021-04-27 LLRILA MM E LK 2 A4
RNEFABE. 2 HRFLEB A ME R, 249 1%2em, 5, wliGsh, T, &
SR BT R FERK L R ER S, T8 AR (2021-03-15): A EH R KA ISR B AR IE]
A, MERARE, BRMRMRELSEG: MHRRG TR EE CRAEAREE , TR E. &
AL RZHRINERL 02, SIREHBENIAE, BE Tk RI7, FHIRZE DI ke g
B T 2021-04-23 FAEXSMI T A0 EEFEATE 7 AU R P R 3 DA BT 7, % RE i Rtk
t4h. 2021-04-25 FERRTAEGFIETT TR ERAT MRI: HEMER TR, @GS FRNER. Nidk—
BITIERREBE, 112 DAk L g B K E R N2 W P2 N TR B BEAE s K O R “B2 48875
FR, OEBRBRERE LFE, RIEMET. DAL B 7 4, &K 2032, [EEKE 5 FR,
o 6 H o

Jrig Ak HEr. HJE. Sl R O SS, 4 1x2em, i, IESHEMET, LM, KR,
ATHR . AT KA, 25 R4 D: 17.73ng/mL. TAM LI R AH S A I CJRIAr
%) : 101.1U/mL. PET/CT 7x: 1. XUMEE. gk, A~ 808X, WA, WS &5 00
W&k HBE ST Bg 5. SET1E R G MA. RULA. BT BT FEB . 17
f IR BRAE S ZCMIRERENLIAIRR . i R, BRI A 55 . @RE. Bk MR, BRILN .
ML FREAUAIR . JEE. KRB EZ RkEL, Ruithe, 20 SN2 &, R, O
. MR 2 K a5, A E UL LB L 2SR, 248900 5 3. OB
XU s > B AR 4 ATHIRRESA AL 5. MESE. A0 a4 . R SO I B O
Gy LA 5 EE IR R AT R K

SR NMESWT, AT B0 AT IR RA X R RS TEAS”, A R (A Y SRES 2 P R 2
PR, DVERAE; (3R] RSN R ZEER A, DFRIE, HiER & TB-DNA &5 J ARG 45
Az Wik, 25 A IR ILABA AT EE, CABRAM AN ZERI AR CInidioms . 459055 o B
BB Rl 2 )E, FREETTRATREE K. EEAIPRAL, kST A LK O, BIER
O VEERAG: 1= bRV ] 5 amil, RO RS, 3-4 MHER, 20880, %E
GENOR R L. ODE. EFMESSEZAN RS

g5 454 PET/CT. MRI. 345 B A iR O IEE %, 12 Wil 45 2 B OO 45755907,
95T 5 Tl FFERE F 400mg BEH 2 k0. “HIIRJEE 44mg qd” KBRS, YT E . bR gEAE K.
B UNEERYT

eP0O-053
BB eHBRATT R EAEME MK FH T4 (L —15

PHE B EETE N GKBESR . R AR
I E N R

B FARE — e 18 Je A A B0R T fE BB i 2 H A 4t s . B B, 82 %, IBIREATL,
2022 F 12 A 26 HUA BB YIRE 9 A RAFEIFRANBIRIMENHRIX . 9 H RHTICH B HERF H
AR IR, SEZM K B2 W A B, BT REEAT@IRERFERMRE B IR, Ri5W
HEER:  CBEBEARDD IRIEMEALSOIRIRES E R (RS BEARI 2L Rie %8, D2 sl
41, 8 ARMIFHRTEREATGEIRE R B IAR”, REHMERER: RILMELM. 2022-07-11.
2022-10-17 TG JREBEMEREAR”, RIGITEMEEAST . FHBR AR R, iR
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& 38.2°C, fTHIEE CT 7x: XUMtFR RrFoRig s, BFENPERRL, BEME S “BEIRW"5 &, o
D11 A4

FiE NG R se B AT MH CT: 1. “QIRIEREMMR VIR G 4E; 2. A% S,
3. AHUARIEAE; 4. XU JORE; 5. A Ml LIl 6. ABBAFERMREES, ;s Mw Rl PR
Mo it-%5 7.58 1079/, 4R iT%L 0.29 1079/L, C-NiEH 78.58 mg/L. M7 #r: PH 7.521,
AL S E 31.6 mmHg, %4 & 56.5 mmHg, FRUERER SR 26.8 mmol/L, i 48t A
90.8 %, #HiZiFE 8.70 mmol/L, 4L 4.64 mmol/L. B RN RAKFTANE 3690 ng/L. #&tII)
fe. D-ZAKMIE 40.19ug/ml. HLMRT: 45 1.69 mmol/L, #iZiHE 10.30 mmol/l, FLE: i S
874 U/L. L SEMEOE; AR BEEE; 0S8 ST B w, Wi mfcir. #s:
1. KEERER: 2 ZRIMREIRR: 3. AEMIIIEEE. &8 BFERMGELSE R, LhiN:
1. [ BUnpngsssl 2, EAEME R 3. BEDEMOUR 4. 2 BURERRNG 5. i0E. ZBEdA TORIRE . H
FERKS « HUFEKHA . HIRB A BCARIAJEAR", LA RIEARRAFE S “EmE e, ki
WRERENET ELAEEN . RO EEME”, S E AT R, 2023 4F 1 A 5 HEfk: #pEiE, M, f
M, RS E DR, XCRRNLT 3 9%, BRI 3+4, EFEWA 5L, A
B YEFF 92-95%, WBeiti2Wr: 1. 1 BIPpIRZEss 2. BIEMR 3. Mifa R LF4itt 4. BEREfR 5.
2 BRI 6. TV

g 1 ARRABEE R, CT Uil SO LI R, Bk BEmERE, T, PRRR IE
W AR SR 93-96%, AR TR 2 2.

g5 2O Fr R A AT Ak R TR AT ik . ASBI R NS, AR R SRR, XU
FEEREBE I 28, Mg mfE N . BRNLGEAIRIT RS e bt er4euiayr, "TReE B
FARHER R, e BB T AT HH T

ePO-054

Mt AE FEERA AT fo EAEH & F S H T 41k — 151

PhAFE, EAR RHEC EERER. TKBES. VEE. (RLA
R A N R ERRE

BB FRATIRIE — @0tk 3 JE B A S0E T 16 B e W 28 I A i B 2 . 2 FE &, 2023-01-01
RO AIBT R I 10 RAERPIR A AE 7 RN EVRARE, 10 KATSZ0fa HILEIB R #,  BAT RGB A
PRI N, IRRET S, EAH ARG TRIBEYT 3 R, IR ET S, 7 KETH I
jo . PRI A AE, 22 E) ) BEANRER S, S28MWE CT ax: WU RS 455 6HiE i
1RIT 6 KGR EME CT WU 28 U To i ARk, P RIS A e, Ml ofn SV AN B2 R B, DA
CEUREMT 2 PEIRCE R IINFRBE ICU Bt . BEAEA “FRXIRHE 52720 4R 4F; “BIIRAR"3 4 “mifilE
3. BRI B SE A

FHE ANBUG e B R : FIh+H Mg JRE 18.7mmol/LULEF 176umol/L,JXFR 669umol/L,
% B 6.60mmol/l, FLIE i Z ¥ 578UIL . I H M : F 418 14.29x107M9/L, H P4 i 40 i 1 %1
13.32x1079/L, PR 41 A 1 43 b 93.3%, iR EL 4 AL 114 0.60x107N9/L, 2L 41 i 3.23x10M2/L, Il 41 5;
1 98.0g/L,C-x W& [ 156.76mg/L; &5 . P45 % 52 1.01ng/ml. 28 XIS K7€ &
119.40U/mL, Fi3F NG FRRKPLR 31.95U/ml. CT PR XUM 4 0 2s ;. XU ECE T K, T35
FKAEG A s UL A i Jeg PR PR 38 o 45 U0 B8 U, IR, WERSEIT A, BRI GE,
BEDEEABAR, FHIEGIFFREM A, BATEE, ST SRERE, INEMIES, Pk,
g B E e R/NIEIEEREPTR, URBLFUMRMME I . R EREMTE, BLer4Eb ER)T .
SR 2 T R BEWREERE, I CT A IR EMRS . BRI SCREY KSR, fF
VA 3 N ARG o eI I AT ] SR S, SRR S5L/min T SpO2 %5 85-92%, Mzl
Wi, AReNIRIESN. Wbt T LPier4itt GitdEJelid 0.4g9 Mk tid) « $UE Cehidzw 500mg
Fk qd) « IR (LBEERRERRIEEE - 0.6g MR bid) « FIJR (BRFEXKH 20mg Ak qd) « XHE
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(R¥E%E 60mg MR qd) ¥AI7. BFE LG 2. 3. 4 AU E & CT LB MiM ki iEass,
% 2023 £ 4 F 27 HEAE CT /WUl SL M A8 FVEF SE 4 9 A8 RER Wi, g T B £ AT
Z1>1000 K, RIET SpO2 H £ 97%.
gE 2O FE M A AT Ak R TR IR AT ik . A HR T G AR U FERE R, XU G B
Bt g, R4S B AT . RS A I AL AR R BB A 4 iayT, ATRER Bh T{Eit
AR, o B I A A B T

eP0O-055
R BRI AN AERiiaTT RAE ML A4 BN (L E
Fiti 5 —151

PhAFE. EAE R G TKWES . VEE (RS
TR A N R BB

B FRATHRE — B B TSR A LR SR B VR T A B Rk R AL B B R — ). L
PE, 2022-08-20 K“Mie] 1 H A& AFEFRABL, 1 HRATEHZIER HIM e . <5, 8%, 2%
T BRI IX IR, BT HbERRT, AT kB EAIEYT, AUCRAME. 5 OKAT_EIREEIRE
BUBHRINE, BEVEaIREMR]. Sr, tEA WA, && 37.4°C, B2 T YR e
JRERIGESE CT 7~: XN K BB EEFE m & LR, A TPURYe. Pl WRZEZIRTT, SURAE,
BEAESE: Bz iiE"e A4, Wa T RmE T 1k, FRERNKENR: EGFR L858R R4%,
OB & R a4, R EH R, “FEUIRARIRE"20 R4

FiE ANBEEe B A, . P4 AR 4.38¢/L,Cyfra2l-1: HiEfMEE 19 H Bz
10.35ng/mlJEIEHTR 116.20ng/mL, #12 To: S A I (LB I 72 20.95ng/mL, HR 41 e K 47 SR
3.3ng/mI R R A BoA AT WL PH R . BIMEAFR . B3 CT:1. Z5AW L, LMLl Ca ¥4
JTIEEAE; 20 W2 R SEmER: 3 WM/NET: 4, XM SCEE IR RREM A, &R
By 5. XUM/ZDFRRIBERAS; 6. IR RMRESS; wlkeEstb; 7. AMRE RS RMES; 8. 4
MJE R ZRME W MR A, W% A Y], HIBH# R, T 2022-8-30 1T
SEBRRE, PRE: DA THAARRBSCAE B 8 FoanBrErIid sy, B s 220,
JREBAFYE G A PR B R ARV, BB UTRY, MRV RANMORAE, B4 SRR B Y. (A PR
BOHEY TCT) SRS WLAT BT AR b 5 40 B, 28 1 240 P, 7 W 4 g, A IR PR A S 2R 00

gER B RIS MR AR R S R A B ek R IR R e R 5, A PRRRME (FIRER
40mg FRkE g12h) « PG (GRS VDE &AL 0.4g Bk A qd. B 7% R EERE 80mg
qd)  MEERIT R BE R BT, BEAMUERGESIR (BERRIRJERS 40mg qd) . BLeF4Efk (it
dEJelid 200mg tid) . MEYE (PEFEHME 40mg bid) .« #ME (BT 1LEE 0.25ug qd) 1677
2022-10-03 iR P H A CT &7 MUl 2 K e s % FEs2, AT RR, 1697 A 3.

g 2EI: 1. PR AY SRR A LR E R AREMBNACEE R 2. FERRBERS
mt Ak JE B 7 XS IR A S4B YT 28 7697 6 2o
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eP0O-056

FRE T RESMEAHEIRMEMEREERE ST

FERHER . ZFHEAR. R ANETEE. GKIESS. EE AR
TR A N R BB

B [a] i e FE R 2019-2020 SEfI2 TR A1E (pSS) A FF R HEMZH (ILD) M
FERL NIRIRIREZE,

T T RS IEL 2019-2020 EIFIREMERT A, WEE 2R E, WIHiEH N pSS-
ILD, A 523 M5 AN G ABERT 1 H N HRCT %kl H 2 LR 5o B E R B2 K
HIVR HRCT 347 HI07

g YN 44 BIFRGEFEREIYIZ I pSS-ILD &3, F£i# 33-90 ¥, THYER 60.9 & . He otk
35 fl (79.5%) , F 9 % (20.5%) . ILD # HRCT 2% 54 fNSIP 18 5] (40.9%) , UIP
11 %] (25.0%) , LIP 7] (15.9%) , OP 34 (6.8%) , OP+NSIP 1% (2.2%) , TiEnXk4
%l (9.1%) . 3341 (75.0%) #IANL4ELTY ILD.

25 pSS-ILD H WHIFAAZ TN INSIP. UIP Al LIP, 5 C#RRkiE —%. pSS-ILD A% W & £r 4k
fofiirar, PAK N INSIP 88 LIP & A UIP ffdim], w] BE 75 2 K i BT Her 4E L 17

ePO-057

W R R LT HELL 76 B4R

Fhh HEC R, AN TKWES. V. (RLA
R A N R BB

HE w2023 41 H 1 H-1 H 31 HHAE, PIRISGE 1#T e il 2805 X2 W R # et il ¢ A B i []
23 K, HZE/L—IX HRCT mJfEpEAl

Jrik Wi FESFSE ZBRAVEETED KR RIS

W 32-91 % . 4rg: HUiE 31, HUGE 39, fEHE 6

FAEILD: 245 IPF, 2% RA-ILD, 1] ANCA MHSCME %, 1% ILA

ST B AT B SE— IR CTo LA 52+ 2= hr M (4H) S o ik e il AR i /N B AT g ik, 33 e =2 il
M58 XCANTEAT 44k

AR N 76 BEE . AR AR

M. 50.0% (38/76)

FE: 19.4% (6/31)

#HYE: 69.2% (27/39)

fGEHIE: 83.3% (5/6)

g0 A4 31 B e+ AR ME(AE) S E Y 5K, 7 Bk s i, b 2 fIJE3ERE ILD, 2
% IPF, 11 RA-ILD, 1@l %, 14 ILA
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eP0O-058

Fr%k MR LIS ER X

B AhERE. BHERR. E&h. RIS, T, F4E
TR A N R BB

BB R R VEIG A AEAL 2 s BE AR T Il i 7 He%e CT 8. IRR IPF IRz is Wik Rk
AERRAR,  JUH R IR AT RE I A ()BT R nT AR B RIS N IPF, 545 I R I R TR 2
AR AR Ak G5 W PR M Bl 4 Ak AR 22 R X

ok B SCHR A AN B SR Bk g, R TR R MR A 4R I SR 2 R X .

R R R PER CT ¥kl. 4558: WTREARIT MG E I 5, DAY RERMHEX
SEY RIS BT R Rk T BEST HRCT 845 . RIX . K28l s i
PR AR RO E A UIP. fRRT7E: M2 Fleischner & MHIFEAE X, BT
ZEHERE, FEEMIIEE. Mk ESEERSES T, RIX = ¥KIRATEE UIP JCNIRE UIP.

R 5% PK$S7% Fleischner A w X, T2 ZmER. R/NEERY, Xogs
ISRt (D SZAET K, XA BEHEP e s A R DY B KRR R
ARG N P IEFELL /NS5, FIWTONIR ATRE UIP. iRIX F: MRIE 2 RIHEER UIP, G35 1
-+ R IAR4Ei . PR RRAF4Eb . s il (s AT G ephd &) - B30afiE. /N [E] b
BE . EAE . DRI RS . R ERKER A RIAE IPF /AL, B LT
HAB2ER FILD, (HIEAREEETE IPFIUIP. MN&5SIRKREE G RAMAIL 8T, S ERER ., RIX
7N B BORHAE UIP HIT A UIP B4R AT AE UIP. MM INSIP. DIP. GIP 2524 IPF/UIP. fi#
W7 GEAImAC S XA RIL, RN AE-ILD BRANHAE UIP, 0 B ARk AT 95 BEIE A
KBSk . RIX G I miAaEi A EY ik, BT AR SCREY . A E B
RIS X A /N N S5 R 5L . TS AR IPFIUIP B8 SRR e AR R . R IX )\ B BR 2
B UIP 8AR AT RE UIP FIRAE KRBV IGE 25 (ILA) « BT ILA StZ BH#f R e . s A
LI, X HAR S IPFIFILD B, N IPFIFILD #H7H3E— B H2ia, Bt imis W figyr.
WXL A IPE W — AR, fEEERIT FIBE VLR, ANEWMEGREA . T
e B EZE . HIARMH E SPuiE. HrHE I E SRR IR R EM A I, K G & IHEIE
B, EEESIR TR, RGBSR R 0 R R R R e IR, (RS AN B A s R
JRHRE R, VBIT T REIA L . R A 54T, AEMEZ RS (MDD) , Bl B 5 I 43
T R SRR B RIER -

2 IPF 2B 2R X 555 A G R HER R A o, B EAEEAE .. ZEIRK R

RHETGK . Z%R2E . KRBV 05, AT A ZCERSASHEIZH IPF, ibEE
P33 S IS 2 a7

eP0-059
RRMMREAYENRISIAREE

PHE. PhArEl. A FESHET. GKIESG. EER AR
I E N R

HE) 2 PR IE G 55 e T REIE I i Je I FE LT 4E 18 55 . ARDS . BEF SR04 i A A 15 FE IR AL
BRI EZ RS, SRR B KA. o B 28 )5 27 4R A0 w] B R A IR IR TE AEIR
ANBThRE SR, IR GEIRRE . AT G B L 58 Ja £H4E AL IR T SR

FiE B SCER A BRLE S5 AR AT BEAE IR . COVID-19 A AP IRE 3 23 1l 2 i 1298 B k), 4R
WP RN 2 S5 2T EAL RITR T SR

64



v R 2 B L i e T 1) S A P 2 AR 2 WIS

GER MR R A A B, JCHOR A 2 . BHDIRE TR B IRKEIRE, MR
BT A TP FURRRE 0 N @R CLUR RRE R R AR ARHE)  BEHIMEE . &
PESIROREIR SCRF . BURRE. BERCBTIER . $UR . PUEAL. B IR SCRFAEaIE, 2 15 DA Is M
NESWIRBEE IS, M2 FEEWMEEY, R CT LAWK, FTHERT. MK
2. AL BERR B IR Y BRI T, IS TILARER . eIk e A piLt
UEALZHWIBTT o« WE R R (N R BT BT =N ), SRR NI, ARSI TR R
JR R R A Ba R R . ARSE R JeIR e AR NP 4EL 2 AR, R
AL B L OE T 0T, A0 AT AR A ML AT U AT e Mt B A, SR DUAF e AT R A
HY, AR 2 RheF A R 1) S R B oA A IR FE I PRAIE S, 2 I PR Y ) 2 IR B 2T AL 2450
FERE COVID-19 UKL 4eLTr M, MtARE MR A e ik Je A T REt A — 2/, — LR
e PR L 3 28 W 2 P Sk P T 03 S8 (00 20 I PR TIUI 0 R AR Dl PR SR — 20 [ i PR
FEMRS . PTG E ZRSEREGOR w2 EEPIR SRF S8 N A R AR PRI R, PR 75 77 LA
Rl o9vE, IHELAR Y ImIRRIL. WTIRe . WSahi /155 5ahs, SZavh b2 B &t e ditk. ol
FEAFIR A AL eI, HBefs 1. 3. 64 12 HD TRV, @i CT. Mhizhag. Mm=72#r. 6
BT TR, SRV LT AEAR AL AR SR eV B, DI SN W T R 1 7 LR
FEo MRABRBEVIVPAE RO OL,  SmHEEIR T AR E T %

g B E T R IG AR S — DR RN R R S LR OO R AR U . SR XU L Iz
TijE UG PG TR, SRR R R ST ROERSE . BTN L. AR, TR A
M#T7 F2 M AR 58 0 O SR KR AN BRI, 32 JEUIT 2T 4 A0 XU 73 D v XGRS AT AR AR
WS, 73 AR A R 2 0 AN TR s, & B TR B BUR - HaAb ). LRI et 4Efe
2, SHRMARGWIRIT Tk, AT BRI TR 2R - 4Et . BT EE AR AR IE R SR
PE iR, BRI B TR ER 2R N, AR e e R R SRR 4

eP0O-060

AGHANIRE S FH LT R —B

Eh BB 2 PhAER L. ZEHERR L. RESHAER 1L WP N Ui T ARLE T SKiesd b R T
1. N REERE
2. VPR L EERE

B FARE — B RGP PEIRIE S ML 1w EsE . BFEPELME, 55 %, Ba#m TN,
2023.05.18 NI 5 fadiE =Rl RORIXUM /NG T 2 SFERVNEIRARE, BEE“RAHEATR
"2 AER RIS B SRR MIRFE™9 H &, RIGIT . 2 HE0T 55 BB H IO T3 s g 7] 65
TR DG . AR RN XU XU BUR « SUBRZ T, TR, RE, #ie
TR BEAT AR ST SR I e, T R PURSYRIT S, EAMES CT S Ui Ngh T
FAIERRTARA K, it — BB R BB -

FiE ABiE, sEEfkE, T 2023.05.19 TYUE G E G, A FHHERBRE4M 24%,
ROSE WZZEMMM. T4 NPT BAGRIMER, SN ERBER, HREER: R
A, FEpkyets ). TB-DNA KM, AERAMETTRH . T4 R TB-DNA(PCR): A
TB-DNA Faillgs BoAMYE(CT {>40). Rkt s B PAS(-), HIR(), ASIAR(). (L FHANE
FRBUEDR WD B WA BN LM, Mg, A9, O RHAMERER ) B ILEF
BRI IR S AR AN

g8 22 ILD-MDD JeieWi g1 (55E CTD 4bk, Mgk k& TmAEaHby) « HEEY O
R Bz iz 4 R H BRSNSk A8, FRUCGHE K ekl Wikl BRl&igE, B
BHGHHLPRE R E, T, B 2 S Wy e A R, I e O A Bl I A
100mg q12h Hflk, A TR REERATT -

g 2. CTD AI R T TR A I, AU EVIMHSHEE SLE F R ER
BUAE IRy, (A%, Wil sACE. MEURMUN RS4RI FB M4, £id MDD 52l
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NG, £2F%ES CTD Satif ok, HIEEEaHkk CTD Friigimdk k. &% CTD =kl R,
i 18 P S B AT VR YT N AR SEFA ], B 0 S B A0 0 P 2 2 8 P AT 2 W il 9 LR B 2 R T
b, JRTEARER, BRI EEE TR . TS TR K 6 T R B RR
W A7E DY 0.5-0.75mg/kg/d, JTRE 6-12 H, W5 R O ME . Fha RS G N/ AE
KSR A S Wl B SO R v L UM, BRAEIRYT SLE ISR A /N &R B iR (ke
& 20mg/d) BN SHEXUM B SR MAEIRSE, N ] B S FR L FTRE K R . VLS #3675
FONH RSB, BARL TR =2/ R T E IR (RS, FlERyD , kG
77 RIGIEMA, (BRI mY), W% 7l PR Z B . AR BT %
HE, WA RCRAME, FHEEEE ST IR, DURAT PET-CT M. ABIKBLT ILD
SRR A, SR, WREAMRM, 2R KA, BT ES
RHEAT o

eP0O-061

— BB AR AR JR 24 & 18] B e B 2% B9 51 S0

e
Hh RN BT 25 2 2 I K 2 2 — MY I B e

B A 83— 5] Bl R A S D) o P Ml 28 R 481, 0 BT 2 A S IR 25 5 D) ol P i 28 2 TR TR R &R

Jri B35 55 % B, WA KEICENOE L, ToHAWRER . OWERKTE ) 5 A s T4
BBt i R BLET LG AR AR, T 2022-6-9 TG HALVIBRAR, RJGMEER A BFRE. A
JE 55 5 REBMM CT RIMAFAEMIA R FHKAE. J5mIMmE. <E, . 2R, wiEikatt
IneE, WA CT $ERXUpLIZETIE 2, ARRIR: U2 KA 4EFRY . B, XA
o QU NG R, R SREY K, AR WL B R, A A A . EBE T
MR BT PUR G PLRIGTT, IR EE, HE B EREERRE. T 2022-8-22 i T
Bt. ABifaeimde. Ms. MG KA E RS, RAE LM, MR, X
AR N IERDR ISR UHZD SRR PE R SRS, IR 4EH SN A, Rl
W/DVE R REAN I, eSS A R s BRI RiR LRI SR AL, 7 & 18 1 A 2F i i e 8
KIS AT . I SRR e ta: SHEER (), PAS (-) . ANA 1: 1000 FHH. WL
FHRPUER: BT PM-scl 75 Sk IgG(++). RIS 4f 2k 2 2095 4k 18] 5 14 s

G O THMERER (20g/H) « WL (500mg/H) whiAIT 3 K, R R H SR 40mg/ H YA
J7, BRI R AR, A REE CT 27 XUl [a] 5 P4 il 8 458 AT IR UAL o

g U B R IR S B 5 g M S VIO, % B3 R 5 R AR [ SV 28 () R ReAIL I
TETERI I R HE A IS, AR FER B E R A KN E T e

eP0O-062

18] B2 14 b Be i i ¥ 53 16

Elh BEEET. EHEIR. ANEREL. GRS, R AR
TR A N BB R

EHE A o8 N R EE Bl 5 & FAERE 2018 47-2022 4F 8] 5 14 il o {3 e &8 5 i A e A, N
PR T8 J5 A1 s s 1 0 i DL SR (H 2 25 M

Ttk Wtk 2018 £F-2022 SR A N R B PR 5 o EORERH AL SR Al (1 e 8 Bkt 4t
Tho B 1] A Al 5 1 e 28 o WP R A e 8 N ) B9 B ] o P e s 89 Aot 7 A1 175 100
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ZEE R N B IZE IR s FE R 2018 4E-2022 4F 18] 5 1 g m 4 b B BB A Hefgl 20 1.54:1,
SPRIER YN 66 2. 2018 4E. ,2019 4. 2020 . 2021 . 2022 8] i 1 pm 4 B 4
) o5 IR R B s A B 6.33%, 6.69%, 7.2%, 6.84%, 8.7%.

S0 1) A 1 Bt B PR R B R S M R L 2 TS . FEI2T ILD B &R AR AN
P, FEAERTE R BIER AR HERIZ W, T2 E RN — e R LR S TS WA T TN A A A
I, ILD [i297 REIRAR . U AR IR E AR S S,

eP0-063
IPF W& &R—6

FRIUIE 1 TEICHI 20 WP L BEEHEH T ZHERR T gkibede . VEER T
1. A NREER
2. KREEE NREERE

BE FARIE B IPF IR B R . &, 72 %, DIEME. 2 12 45, i cL Ak
R 3ETRFEFRARL, 12 FATEHRIERBIZW . %A%k, Tk, A5, T HHEBERE,
BT PUBRGSRTT, AR . Wi EIREIR R EORAE, 3 AT RRERINE, R I
b, FAK MR IRTT, WS BRI R, 4TtE e B 4G
J7, B T 3ERERR, BIRT YHERTURGETT, WERTET, SRR,

Tk NFEi AR 38.2°C, Bk#E: 92 Wk/4y, WFR: 23 KI5y, IE: 139/74mmHg. EAAORIEER
WEg, WP, AME & Velcro W% . I MR A 4IH0 14.17x1079/L, P s 41 B i %
11.87x10M9/L, ki 4u il /5 4 b 83.7%, k24l A 7 Lt 8.1%,C- Mg 112.50mg/L; IfLT:
64mm/; PCT: 0.18 ng/ml. %fE 4% #MA C3 1.61g/L,#MAE C4 0.64g/L; U FIIE: AN
-6 91.28 pg/ml. il JEAL A EE LTS BT ] 72.50S, 47485 i 5.990/L. ANA+ENA: Hit%
PUA(F) 1:100 ZBRAAFEAL; CT P4 (64 HE) o LXUMIRIF LR 46 & AL Mg 2. 068 W
2RI A B RG m gl 3Ua KBRS Ak 40U M 3 JE, A T SEp IR s ARV . R
RGBT WLOCRFE R . KRR R, XAK. R MTREER S, W
WS SR T 3 LR e i, AN IEZ . T A FHah a3 RBUC#EYE (ROSE A& WLHH,
R LY 100%) o FEE: (e NEANEEERBOETEI TCT) Gitke R4, bE bk
Y, LGN, e R AN ESER BRI D BAS L AR MR AR B I VAR, D> BB
R R, R OLEHA S ADR A . PRIGE AR AR IR (IVERESEND - ERWE, XK.
TRESHOR R % AT (mMNGS) = IEEESER G-M iR55: 0.715. LT B E « RorFEm”,
JE AN TG RE FE VU R AR T« R PERE "RYT .

g HRCT $oRig & ittt SO KRR RS, BURI . B N o, A2 il i o =,
L R JEREZSR, FFE S ERE R A& (UIP) , eI gk R TE R & . BEMERR, W v
REME YL PP o 456 2R RS — SRR =R, RL&2WNIPF H IR R,
Wiz a4 TaLAE B P L 4k ia T, JERE% TR 7RG HIEME . WRE . IR MG BRIT
BRI B, L, B H B S R R e SR A OK T PR R AR SR R YT, ST REA D
T 6 H.

g0 WiBlE N IAT4EAb il R S MR, PTRE Sk R 2 P TR AL, BLFE AR N D L R B
Y RBATSCREE MRS, AT R, S2HARERYT
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eP0O-064

R I & R R b %5 & 45 Ttk B — 1

FALRE . B ERHEH . EHE. SRR, VEE AELA
TR A N R BB

B B e — B E R A N R It RBP4 TR R A, NIRIRIR i IR AL

Frik 23 B BB, TRRRE L, B 4 BRI AR R R B 2 R 45T, T 2021 4F 12 A 31
HABE. A# Zu. MR, Wl SmpicaEiek, K. &F. =70 HE. g%, /. 8
M. BESEA SRR . i 5E CT 3R IlivRig MERE AL A KN —Setk g5, BEs
+EHEA, KAL) 1-6mm, KEBHTE 4-Tmm 20, Z AR, T, GRCHETLRME, XUf
SRR Z, RILETTRLG, IRRRESCHE MO, N2 RIREER, WA LB SR &%
S5, FREONIHEIEERL? 45577 2 ANCA MG 2 7 18R Ye? L2812, R
TR FERAE, REWHEERT L. 8T WL ZERIAL, [RS4SR, Hrpa] I A
M /b B, 456 R i g Is e g, ACRDEM:, £F& I B R A e N R .
B EoR: CK (AE1/AE3)  (ITF4ifi+) , CK8 (AT4iffi+) , CK7+, CK19-, CK20-, Villin
(H4i+) , ERG+, Ki-67 (5%+) , CD31+, CD34+, CAMTAI+, D2-40+, SMA-, FLI-1+,
CD1la-, S-100-, Langerin-, MLH1+, MSH2+, MSH6+, PMS2+, PD-L1 (22C3) CPS: 3,
PET-CT /R IE 2 KL/, HAEZ 2-7Tmm, 5 M5 AR G P 5 B FE 1
SUVmax 2.2, JEiRBG U HEREGE— 25, SUVmax 4.08; TN Z KL TIRMREER,
BRHFBERY) 23mm, FHLRAZBG RO R, SUVmax 5.14, ZEIR BAR U PR T — 2D 4
1, SUVmMax 6.45; 25 6 SHE BB SRR BEYE B 3T, AR B R BR 1R I B Ve B AR,
AU, AT BE BRSO 40 i 2 2R A i 36 A 2 R SR IE

R HBEZEZIK ILD-MDD KJitiE MDT, Hii2 AR SR M v il J i i Ja, B PpisR}
HRMgRls—in T . T 2022 4 1 ARG T 2P B e +ElR Biix2”, NIRRT E+
A REE+ 7P B Ex3, BEFP BT DT 30Gy/3Gy/10F”, “KFK I E+FIBEE I+ % P % 8
x3", FF. B SEARRE e, S RO B RRE (SD) . 2022 4F 9 AJEF R DREY & RiRIT.
2022 4 12 HE® CT s il 2 0wk, PbmiEdE (PD) , 4 PRIEHH R T+
Y B exARTT . RIAITIE N 2023 45 H, FFEERETi4 .

g W5 T B IR TR BB R i 2 R AR R, RRIB R, IEREE T REEAL
o)A, ATRERIZ NG Bl ISR . 2Rl e iz, BT R IE R E
B, B 2 AT .

ePO-065
R {4515 95 19 B Bk I B PR JBR i 78— 451

VAT L WP L R L AR N EG 2. SKmesg L. TR
1. NREERE
2. LAt AN R B

HE) 55— 01525 2 R BB AL 45 358 0 R D i PR Bl ka8 PR AE S RE e R BB, AIRIRAR L2 A
(2L

ik 19 & BhEEE, Rk, K 1 H, RIUEMREE R 2 K7, F 2021 4E 10 A 7 H AR
RREAGE: A A Je 2 MO R EE 4G, A, RS E, ARG, HAZ 0.8cm, EIMHE. A
00 ) B % R AT P EE SR AT AT s . SRR R, R, RBEREE, %, Rk
R, seEMiThRE. HRCT 25468, 2Wrig. 1 XU RIEMR AR E.: 4579% ? Erdheim-
Chester J55 ? ALVER TR PEMIR (JE2ULT0HE, CVID)? W ? SERithilighiz ? et 2 itk
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EE R ? PR R ? 2 AR 2R 2. HOIRTE 2 ? W BRI TRMTEYT. &
HIBHIOREE. BT AR ELSRRWRT .. TUMTSCOUE RIS e & 2 N e REe (LB8)
G SCRE MR VRIS . A7 T SCRUE R R AT TTRERG R B A AL VAR L A R A AR A e B LA
ERG(+), CD31(+), CD56(+), SYN(+), PR(+), Ki67(40%+), P40(-), P63(/Nit+), D2-40(fik
B HLILBEANAE), RPRIL AR RITL(+).

SGER B RS MR LR, R b R AR N B . i JE MR Bl B 212, S IS AR
Greises PET-CT i BOBCRE B BUR BOR BiiAs, RBESE SR G A AL — B BRI R, 2
WAEE, Ahbe i ERstE ILD-MDD Aififif MDT J&, &4 EREAM A RIK, #i2 JvA i Lo e
BERRIAE PR XU AL 72 < PRl BV R . R EH E M RHER, ZZRMERS2ERL. M
RIGFIFIOR OO, TR A E AR R R+ VRER 5T, BB S, {5 DRk
P, HElH 2P 8, HExaH IR, B EmEERE, @il SREENk
77 R R GUIESEIRNR YT, B R R E R Il R B 4k B8R 9T, SR kUi

G LABIIGIR. B RAER T BRI R I 5 SISm0, XA 2 K158 1 4
TRYRAL, ARG A5 TOR SR ZEP VI . R RS R B AR ST e . 2.5
BEGNE A R A2 IR AN I, IR EAREAE B e 8 RSN, RIS 4 R, TReiE
BRAZIARETR, NG ECE A . 3.0 R il A0 O i P A AR B v Ao, JUHOR R IRig RS 11
WA RIS WG . 4.2 %852 (MDD) & R8s A [ J53 14 i f 36 AR 12 97 2 2K,
XTI ARG RS ME. 5.2 s e A E, RINEET 212 MDD. AR
5838 B =12, RIS ARG . S50 SR SS Bl Kk EL 53 Ae,  mT R (R RE SRATH R 1R A2
R P2 T, AT REIRE G A FEOE R AT VAR A G R KURS R AU L L I 5 5 A

ePO-066
|8 B 1 B e 18 & H 53 STAF B RE R 20 51

PR Eh AN AR KBRS T (R
RPN

B Hga ez (ILD) &IF0EATE (MB) By mlmR R, R AW ANBE, IR,
AR ERINGE, $EE%T MB-ILD AR

Fri BT RGP REL 2021-2023 fERFIREMEBE B, GG EFE WL R, AHR I R A
AR AR, 23 2 0 SRR R & 2 E R #1278 MB-ILD.

g g\ 20 ] MB-ILD 3%, 4% 58 £ 3| 86 %, PRI 71.42 &, Hb B 17 4
(85%) , %Mt 3 Bl (15%) . WM. 2 BUREJRW . (K& A MUE . B2 10 8 N B R 5
Z>10mg/d & B LG5 5 61.1%. 83.3%. 27.7%. 50.0%. HiiZHiHiFE 5-180d, 15 it 14
K, 12 p#EE 30 K, FEEIRANRE LA, ILD FIAZ2ARDF 14 BRI UIP (70%) , 14
LI ANAE UIP (5%) , 144 UIP 437 NSIP (5%) , 15T EE UIP (5%) , 1y OP+NSIP
(5%) , 2 BIRFAFIEMEBE TR (10%) ; HEtizWAkN IPFBf 10 5 (50%) , CTD-ILD
H 6% (30%) , AR4KEAR KR ILDAH 34 (15%) , MPAFH 14| (5%) . 16 % (80%)
CT HaFEEs, 14 ] (70%) A& ERESN, AT EHRE A TFHEE, 8 #] (40%) fF
i REERI . 18 FAMigs%, 2 B NTM (BN B w161 RPN +RRI AT 1 6. 1
T-SPOT #ill 12 %1, 8 fl (66.7%) ANMHM:. 2Wih /MK EH: EigH 13 ], BALF &M
+XPERT 5 {5, BALF NGS 1%, &Writfisstz 1 4.

g TR BT ILD B, KPRV AEibiR 2, FRNSE gk 2H 20 5% (] 5 M i e
HeBERMEZF 2R, (Rl TASLAL,  [R]A 2 8] 53 A It 99 AR 20 SOFF T Tk % 1 99 491 A A 20 AL
BE I KRR, R ORI GBI s, B IR 52, 524G 5w H L TR ek it 92 7 />
DL JERE  RE AR B S AR A, Fi W) R P B ALL & IR D L SR A B, HERR S X AR S A o ST
B AR e 22 S EE
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ePO-067

R AR R RIS BSRR 1 fhs 118 6l

BERHER . Bl HER. PN, SRR, EE AR
TR A N R BB

HH BEE R BE 118 B2 S B A RITER: (TBLC) 2 Wiikig it (DLD) HIHERhTE M 24k .
FriE 42017 4 1 A 1 H-2023 5 03 A 31 H TR Be AR AT VA VR Bt i A6 15 3 20008 e 10047 (a1 g ek
N, W RBEAT R RIIER AT F W, AR i DL SO T R AR SR, PR A R A
TEKCXT DLD [ B I HER I e 2, NIRIRIR S .

GEEL ONEFFAbRUER B IL 118 @, FERY 18-79 ¥, FIER 5269 %, HdFE ik 58
(49.15%) , Lt 60 %1 (50.85%) , AN 1-2 NAFEIREEREGHEATEM, 0] B H A b A
Bomoh 1-3 By, JEEH 138 Wk CF B 17 k. ARt 4 k. AR 63 k. B 4Kk, R
50 k) . 118 il AN 2 AN A 20 5] (16.95%) , M 1 PMEEAEEFARIA 98 i
(83.05%) . & HEIRR. 2. WHEE, 108 # (91.52%) & ilid A% G615 DL
ZWiim, 74 % (62.7%) BEHERIZE . Hd 28 iR ILD CEAEMHERG. it i
sEi. M ERGY) , 806N ILD, Hr 46 BliS WA FMEFE M ILD, Y 34 FlizW hyRigdE ILD.
ZWIAERE ILD H, IPF 12 45, iINSIP 4 5. HLALPEAG 28 8 4, Fhigh i 3 41, it % 4 4,
gh o WU DGR G 5 B, A B S RERHERI R 2 4 ), Mm% 1 . il 1 6,
Fiv 2 L URRORE 351, TRIBMEZ S SE R 16, A3 84 (6.78%) AEHIM, HAH/b
B, FEREH, ZARN R i A . 3 4 6 (3.39%) KRAESM, GfEhE
3B K& 161, 46RASMR SR T LA A5 i E k. TEAET .

258 TBLC 2Wiorig il et s, AR RN KERML. TBLC 52228y (MDD) FH4,
A, LA T

ePO-068
FRR MR AL 48 5% 18] R M AR R 64 Bl 534

B, LR EAE. IS KNS, . [
A N RS B

B 8 A BB RF IR 2 R R 96 PRI A G TR S PR (NIM-ILD) B PR EEARRFAIE -

Jrk BB RF 2019.1.1-2022.12.31 B2 IHEIT I IIM-ILD BFIGIRAZRHE. S 2022
EiHT IPFIPPF EFrdtil, 4 HRCT bbsf4itbe o8 22 EfwgeE it Afth 2=y ki
XAEY IR RS % GRS, SRR N e R R R 45T . B 2 A IRRR
TV, A0 WA —BOW B 2 = NI T I8, B A2 L 2 AR RIS AR AL W
g LGN 64 ) IM-ILD g . Hrp B4 19 6, Zotk 45 i, “FI&ERE (58.2+11.8) % . #ifk
SRR N Jo-1 26 ] (40.6%) , PL-7 10 1 (15.6%) , PL-12 7 %] (10.9%) , EJ 6 #I
(9.4%) , MDA5 5% (7.8%) , SRP 3 (4.7%) , Ku 2%l (3.1%) , Mi-2 14l (1.6%) ,
BURBHE R L2 4 4] (6.3%) o HIKEEE HRCT FIL4r %K NSIP 20 4] (30.8%) , OP 17 4
(27.7%) , NSIP+OP 14 f] (21.5%) , UIP 9% (13.8%) , wRigMEERIER 2 ] (3.1%) ,
DAD 1 i (1.5%) , Jiijalsi s % (ILA) 1 %] (1.5%) . 44 {5 (68.8%) FF&rfliet4ifh e L. 35
BIH ZEie & CT AR, RIRP R4t (PPR) MMEE, Hob 12 4
(28.6%) fr&acg2s b PPF e . 14 BiE47 1 ifivEss, L+ TBLB 12 5, TBLC 2 4], Ji#E
g5 AR M RORE+4T4E1L 8 7, OP2 5], AFOP1 41, NSIP1 %, NSIP+OP2 .
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25 1IM-ILD % W, Jo-1. PL-7. PL-12 fl EJ Z5P15 REEHUIARRH T, DM R tEhuisst . w4
FZ RN INSIP. OP. fNSIP+OP, K& BA AFEFREA ek, EEifia —etesl, nTHm
PPF.

eP0-069
fREEREE—HIRE

MNEIE. BHCE. RER. BE
I P AR AR A A 5 R A

B SRR A TCEE (PAP) AR AL IGARRAE, 3 i R B A il 8 1 OB AE AR
W RE . RiZ,

J5 BB 1A TR AER O 2022 4F 3 H 2 2022 4 8 A4t 2 IRFEE I E ORI R EEFR
P ST A R e P 5 S E R A R B A IR PR R CRUARIRO Sy OB . ImPRAR L. 0 &5
BeE, WThae. BT sCAERRE. KRERE) .

SR WO BT PAP 5 BIRERZ —, IRARAEIRER Z R bk BEe s 22885 CT (HRCT)
SR B AL, IR SRR A DIRER R AR (CO) FREhRER LA, L PRI
HERTIRERERG; MR IREUIUEE ;. MR S ISR (CEA) BETH&, fiffER 19
Bt (CYFRA211) I & johe I AR (NSED 9Fhmi. LT 2 IRESE IER AR,
T NI AAEAR B AR “A R WG o

G518 PAP &R WP RGN, IR RIS Z R 520k, B HIR2.

ePO-070

—HlETR A H R KNP RBEH CEHE S

NGNS
R A B I B

HE 459905 BN BT, 8 4T85 5% & F B UL R BIARE, DA R R A2 6 7K
Fo

Tk ASCIE S HT 1504515905 A I B2 VLA 1032 45 Lot BB 3 e PRAR i 915 >0 1] P M AH 9K SR
B O FhEEm. BE Lt 62 %, WOREMM. k. =5 3FE AN, WETE DT RT.
Rk 2 R BE S AE O, RO-52 PSS FHME. PM-SCL75 BRFHME, JE CT H&m v9 ffi i) Jo v o
A5, AR, IR 2 R g, AT R IRRNEAS : R BRI R R A R, R
AR, BEREREMNEY 5K, FRERERERIRNE, REEW IR A I FRT 4L, &
RIBFA+ R NAZ+HIA TG IT JE I I I 5 2. Takg 2 FJa A CT RILRE. XU &l
ZRIMELEIATHER K, PETCT $/R4 52 KM ES, s Rtk EB Ak, 17 EBUS 0S5
BT AR M 7 WM GER bR AR R RS RS TR, MDT 518 5 &2 W 45 1%
HIFREILA, FXTLLRBAAIGTT, BT Nmtk g C i S48/ .

@ XHERE: SRR E SRR X REY], HAEIERNRMGET S, ERNIMUE+
RO FARIE, WMRIE AT, 0w BRE TR 26 Mos s, B ar RIS 1197 5 B VL% AT )
kA s fa R, ZEARE N LK R BT R, R A VE, RS
THL/THL7 G J% N &AH 5%

g SR LA IEH IR AL, TS = 0. RSSO TR A A R I PR T
FURHEE Z 50 3 B e epem, i bk B 45 vE A R I AR T B A 1 PR 28 i B AT AR B = 3
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ePO-071

LR4H4E L9 oK 18] B ME AR 5 2R B2 iR 7T 47 AR

MR R L
TR R B S 5 — = e

H B 2RI — S 3R B R R 1) 45 4 2L 205 R 2 18] S5 1 B 225 K36 97 M

JFrid: L B AT 8N K B R B R B R AR L —4F, B 2022 455 H 1 H% 202345 H
1 H, 88 #ILL CTD-ILD A FE Wi EEMIZITIBN, BT ILD 54545 H 83505 W& - 1E L Kk
J7 BRI 53T

ZER Rk 88 T, SFIMER N 59.2249.38 %, B Al 1:3.89. HiA ML SIS
FF ILD KAEFR g EA 25.00% (22 ) , FEHUAEAPL IO-1 Pk, It EJ Pidk. HL SSA/RO52 #it
s BB RIERHERITE IR 2 (17 B, KAFN 19.32%, FEHIANHT SSA/IRO52 K RO60
Pk, Pt SSB Pk, HL ULIRNP Hifk; JFRKIRATIERELZEEGAEAIE ILD (16 fl, KAEERN
18.18%) , FEHUIA NPT SSA/IRO52 K RO60 Hifk. Hit SSB Hifhk; RGHEMILAESIF ILD (7 41,
KRN 7.95%) , FEHE NPT Scl-70 Pifk. BT SSA/RO52 Hitk; KUK EIF ILD (7 6, Kk
RN 7.95%) , FEEHA NPT MDA-S Hifk. T SSA/IRO52 Hifk; ANCA FHIM: M 4 &3 ILD
(6 B, RAEEN 6.82%) , FEHAN ANCA; RGMEAKMRIESIF ILD (5 #l, KAEFRN
5.68%) , FIHiANPL ds-DNA Hifk. Fit SSA/RO52 % 60 Fiifk. #i SSB #ifk. Hit ULIRNP #i
Ay KRBT R AT ILD (4 %1, KRAEFN 455%) , EEHUE NPT CCP Hifk: Rtk
REH ILD (L #], KRAEZFRN 1.24%) , FEHUEAPT SSAIROS2 itk mEMEHREGIH ILD
(1 B, KAEZFER 1.24%) ; BESLESIESIE ILD (1 ], RAEZEN 1.24%) , FEBEAHT
SSA/RO52 Jz RO60 Fifk. $T SSB Hifk. s WAIPLIAZEU NHT SSA/IROS2 Hifk 58 41, H KA
Pt SSA/RO60 Hifk 31 7], JEikk NPt SSB itk 22 i, Ht ULRNP Hifk 13 5], #tT JO-1 Hifk 11
%, Pt EI Ptk 6 4], i ds-DNA Hifk 6 7, HrhPErigife bk 541, Ht MDA-5 Hiifk 4 i,
Pt Scl-70 Ptk 4 il 90.91%1) - 7ENFL 514 FRE B2 iRy, Horph 48 BlEE M 7 A&
W (HiREE240mg/H) o 167 7R DAY R KO EIR YT N, G il 50 i FH 1 50
80 i, LAFRSMEAFBIEERZ N 36 Bi; 33.75%F) 5 ARl E A DL S g I AR T -
YU EF 4tk 259 e e/ (21 1) FJBiLJefi (6§D , TR CTD-ILD &# AR5k
2, KRG yREChRe TR ER — e EH .

g I — PR CTD-ILD PAYL A BB 25 G 1E AH 5% 8] J5 14 il 96 55 o L, Hipk 282 DAL
SSA/RO52 HikseH Wy Hi % R E NERENATT CTD-ILD —2F%y; & i M buiher4eib 25
YW AE JE B AT JE I Je A, CTD-ILD [ i3 50 N B ek 4 il - e R A 3G AR Rm TS -

ePO-072

8] Bt B s U I E RIS PR R 4

H A
PR A I 28 — R e

H I 85 A B AE-ILD i AN — RGO, IR Es SR 1297 T BEEB0R, 1B B NS I,
VS P )5 2 o #8995 A S P B = ) e PR AR s A R 3 TR IO R 3R, UIER I PR ¥ 7 R T
XHZIRAL T, Inss RIS Wt KA TT .

¥k EHE 2017 1 H-2021 & 12 ATEREREINR S B PIRCS fE EOAE DL 2A BT B i T I
ILD &, A EHUE RPN FRARAE Lt AE B, HOVRIEMEA, PRl —EHER
KA AE KB, MR, BIBRIT U RV B sk IR EE I Bk, ImAIER . S
Kt Eas R, BRATRANGIT %, W UNCRBENAARS. BT spss26.0 Gttt

72



v R 2 B L i e T 1) S A P 2 AR 2 WG

RN t K236 RO RL 6 R RRATRG 06 LU P 2L iR 7 DA BBkl 2 I 2 5% . ] logistic —Jclall
JHESHTIAE AE-ILD [T & 6 D8 22 148 F 2 10 TAERFAE i 26T 5 AE-ILD A TR 2
K Kaplan-Meier 4= 17 il 2k LU AL AE A7 R I ZE ] . i8R ER Cox MRt 5 AE-ILD B T
JEAERIITERR, Z R Cox 2 MRl AE 38 T AL T R 7. P<<0.05 Z A Gt Lo
R 1LSMNEHABEAED. A0k, ASHEEUKCHETREH, M D Z%{k. CRP. LDH.
A-aDO2 KFPETHREdH, ZREHS%E L.

2.77C Logistic [A33#r R, D %Mk, LDH. A-aDO2 FFE A fEN ILD i Kk Az Suik in =
SfERRER .

3.ROC ik #rés Hon: £ ILD H3 k4 AE 1, BL&TEARK AUC N 0.905, #HWi{E N
0.445, RIFSEN 84%, 57N 80%; D —Ffk., LDH. A-aDO2 [k N1 fi N (0.767,
0.744, 0.797) , #HW{E %N (0.78, 2615, 56) , REE (%) 4%~ (589, 64.3,
71.4) , BERE (%) A (88.7, 79.2, 75.5) .

4. £EM) 109 7 ILD B, SPEINEAAE RN 32.1%, REAGR N 1N e dfn
RN T1.4%, BEEAEEANTAH.

5.8 K% Cox BT 4E R E/R CRP. A&TES. A-aDO2. D %k, CT it AE-ILD &
WEAIE; ZHE Cox BFIHSHTE RER CT Wiy EATEECH AE-ILD B35 1E (S T K1
g 1.D %4k, LDH. A-aDO2 [figN AE-ILD [0 ~7 % [ 25

2.ILD fE3E SV I E R AR BT (R K ERE RIS 2 e 2-3 AN, HL VN A R A AR AR AR R
e B H K.

3.CRP. A&f8%. A-aDO2. D %Mk, CT VP45 AE-ILD & TGS, CT W EARE
N AE-ILD F83 T J& IR S T 7 o

eP0O-073
JAK2/STAT3 {F S BB EIT R M b A 4E (L AL BT 3R

5K
B ERR AR BR B

B 45 kUL 44k (idiopathic pulmonary fibrosis, IPF) & —Fh R A B 1EdE . #ET RS
i AT AL TR PR A 28 o R I R I FE LG IR IR A . SZ BhRE D R . TSR, IZRIRTT
EHEAR, HEEDEZE, A0, PAEFEN 3-5 F 54, MuavlmEd—PIRE. AR
UEBRAE 5 % PR S 0E R 3 (STAT3) R HTEN AT 4R M A 11 ZL4H i CATID Ak 3aE,
MIMEHE IPF s ilet4ifk.. Janus fF 2 (JAK2) [IE0E SSRGS, HHELE IPF diff)
TERIMANE R . ASCEIEHRDT JAK2 12 IPF &30S, JFifig JAK2/STATS Il ]2 15 /2 %
PIo IV AR IR T SR

T R RPEIA AL pLE] B TR E 2 17, A uE T RE S JAK2/STAT3 15 5@ i f
Ko YRFEATHES JAK2 BHER H B RAES, k2, JAK2 #EEHE SR STAT3
|E. BOEE, STAT3 ZRMUIFFHRBBNAMRZL, £ RBE LR TGF-B1 fEN
PRAYEALR T, FTCAES JAK2 (BRI AIEGE, SREMiRtk STAT3, N T 7 mbriciR
ik, AFE | BEJEEA (col-1) « a FENNESIER (a-SMA) FFEEEH (vimentin) , JFFEE
T ERRRCY) E-4SR SR (E-cadherin) [ERIE, DUESEF4EILIN . 1A, JAK2 AT #E HABE LT
e FLEGE, B PDGF. VEGF. IL-6. IL-13. MEXKE I (Ang 1) . & 5 (5-HT)

MR R (ET-1) o @i SCHERE R &I IPF B3 1 2 440l 2 2R B Bk i ER AL JAK2(p-JAK?2)
MR STAT3(p-STATI) KA NN, HZ 5 Bt 4 4B 7] JULRCET 25 41 B 1 3% A A i b 5z 41 i
ffh. Bk, $EF JAK2/STAT3 15 5% VR nl g 9 va I7 i 21 R0 (P08 7R S ms o FRA LR AR 4 I
B JAK2/STATS I8 H 15 A Bl 48 4 AL RO TR EAT 43k, BRI 45 4k R LR 1 )
BrBEE, NIRRT SR AR R
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GER BRI R A IR, BATE R JAK2/STATS I8 B 1 42 il 41 4E AL A WL 7T
NIEF YA VR TT S LR e A

g8 mI AR SR, SA IR R R AT 4L S JAK2/STATS (55 M A o5, BRI
JAK2/STAT3 15 51 F MV ol P16 T7 Il A1 4E A0 1) 98 7 SR

ePO-074

— A ANAE A LT AL BOVE R B AR 3R

SR A
SRR B2 e

HH $rRVERRL4E4L Cidiopathic pulmonary fibrosis, |PF) & 5 PRI AS B (48 1 471 i 1) )5
YR, Z2TRAR. FRTEFEER, 50 SLIFAREL, BERBRERST o, —BRE
AL G 2-5 . BT ] fe e —rede m B E AR 07, (IR MR R AR R 5
BUAHIR. 285 B G HE R R NS5 IR AR R 2 . 1B ik Je Ay MR JE B i Fh b 21 44k
i Tl SEUFThREE . AR & S BTSN, TEIR RN I B3 2 R . S
PR GI&E MR T T RATE JERE . UG I R FH B pE 25, DIIRRS (B e RIER ATz
N FH IR PR o 3B SR 7 1) R B R UL 22 il e o A o5 AR R ie 7 (R, 9F LT e i@ iR
FT AMPK/NF-kB {55 @ B BB LT 4EAb PEFH o A SCB fERHE R B RIE T4 4itb b —
OO AE 7530 5 5 AMPK/NF-KB 15 538 B8 2 B FT L 4EA A F

FE ¥ 40 R SD MR RBENL DU (A, SR, I LR R R RS
STHEZEAN CF LV NS 0.9% LA SE 1milkg) » HARHATUSEN BIENERE S
5mg/kg LR ST RTAF 4R, A 14 K5 H-F UMY, FH2 14 R KREIM . K
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1M3% CAL19-9 K KL-6 7K~ Ft iy i [A] 53 £F 4 Ak 28 1EAT [ 2 A, DR CAL19-9 ¢ KL-6 ¥k %
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Frig [ > BT LS A AE A PEIG ) S0, 08 CAL9-9 K KL-6 KT =l AN it o) BE 17 1 fr AH
Ktk Nk 35 f], H5 25 41, 4 10 fil; F&d 50-74 &, “FIJFHRE 68 & LLFRIHASIR I {5
RKEE NIRRT R, HEBRAG . B B AR . WTRRZNIE 40 5, HA 5 25 4], 2t 15 fil;
WS 58-69 %, “FINAEWS 65 % . K SPSS 27 Giit B aabEE, P < 0.05 NESESIHE X .
R 1. AR IME CAL9-9 KT, KL-6 K FE @iy, HERAEESIT
2 (P <0.01). 2. ek a) 5 i B 5 s CA19-9 /K°F. KL-6 /K°F5 FVC. Pa02. fif
TREIhAE RS, ZERESIHFE (P <0.05). 3. CA19-9 /K. KL-6 /KT 5 htiet 4Efb fe i 5
B, ZRA G E (P < 0.04),

S0 AR e 1A MR B LG CAL9-9 /K. KL-6 /KT e e s s £F b v 1 o 1k Aot
BEIME CAL19-9 /K°F. KL-6 /KFitliE, H¥F FVC. PaO2. JigREiIThAEMIE; CA19-9 /K.
KL-6 7K-FllE, Mo HRCT Som il 2 410 Fe bk = .

ePO-076
Bronchoalveolar Lavage Fluid Profiles are Insufficient in
Distinguishing Sarcoidosis from Mycobacterial
Lymphadenopathy

Ting Zhang,Xuefeng Sun
Peking Union Medical College Hospital, Chinese Academy of Medical Sciences

Objective Bronchoalveolar lavage fluid (BALF) profiles, especially CD4/CD8 ratios are reported
to help distinguishing sarcoidosis from other diseases. The BALF CD4/CD8 ratio is increased
more than 3.5 times in 50-60% of pulmonary sarcoidosis patients and the specificity in
distinguishing sarcoidosis from other interstitial lung diseases has approached 95%. However, in
patients with granulomatous Iymphadenopathy, the value of BALF profiles is still
unclear. Therefore, we undertake this retrospective study to evaluate the value of BALF profiles
in distinguishing between sarcoidosis and mycobacterial infection in patients with granulomatous
lymphadenopathy.

Methods BALF profiles of patients with histologically verified granulomatous lymphadenopathy
were retrospectively analyzed at Peking Union Medical College Hospital between January 1,
2017, and May 31, 2021. BALF differential cell counts and T-lymphocyte subsets were compared
between patients with sarcoidosis and patients with mycobacterial infection. Mycobacterial
infection was diagnosed based on positive mycobacterial culture or positive MTB/NTM-DNA of
needle channel washing fluid and/or BALF. If microbial tests were all negative, the patient was
treated as sarcoidosis and followed up for at least 6 months to confirm the diagnosis of
sarcoidosis.

Results A total of 213 patients were included for analysis in this study, including 200 patients
with sarcoidosis and 13 patients with mycobacterial infection (including 5 patients with
mycobacterium tuberculosis and 8 patients with nontuberculous mycobacteria). Both groups had
increased lymphocyte percentage in BALF with no significant difference between groups.
Compared to patients with mycobacterial infection, sarcoidosis patients had similar CD3+
lymphocyte count, but increased CD4+ T lymphocyte percentage and decreased CD8+
lymphocyte percentage. However, although lymphocyte CD4/CD8 ratio in sarcoidosis patients
was higher than patients with mycobacterial infection, statistical significance was not noted
between the two groups (median CD4/CD8 ratio 6.5 vs. 5.0, P = 0.053).

Conclusion Conclusion BALF differential cell counts and T-lymphocyte subsets cannot
distinguish sarcoidosis from mycobacterial infection in patients with granulomatous
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lymphadenopathy. Needle channel washing fluid and BALF should be routinely sent for
mycobacterial screening.

ePO-077
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ePO-078
Association between comorbidities and diagnostic delay in
idiopathic pulmonary fibrosis patients and the impact on
prognosis

Yuexin Tan,Qinxue Shen,Shiting Zhou,Pei Zhou,Xiaoli Ouyang,Zijing Zhou,Yating Peng,Hong Peng
The Second Xiangya Hospital of Central-South University

Objective To identify the relationship between comorbidities and diagnostic delay in IPF and
explore the impact on prognosis.

Methods Patients hospitalized with IPF were recruited at the Second Xiangya Hospital of
Central-South University between August 2011 and April 2022. The Mann-Whitney and Kruskal-
Wallis H tests were used to compare diagnostic delay with different characteristics. The Kaplan-
Meier analysis was used to evaluate prognosis due to diagnostic delay.

Results A total of 404 IPF patients were included. The median duration of diagnostic delay was
20.5 (7.0-48.0) months. The factors that were associated with longer diagnostic delay were IPF
patients with 4-7 comorbidities, the age-adjusted Charlson Comorbidity Index (aCCl) of 6-10, IPF
patients with Cardiovascular vascular, COPD, or tuberculosis and the prognostic nutritional index
(PNN=50%. The longer diagnostic delay time has a lower survival time and patients with
comorbidities have an overall poorer prognosis than those without comorbidities.

Conclusion Our study showed patients with IPF have delayed diagnosis, which may be related
to their comorbidities and the bad physical condition with low-PNI score caused by comorbidities.
Diagnostic delay can lead to poor prognosis.
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eP0O-081
fEIE 2 (PHB2) BidfiiiE DDR2 H{EAHE L ESHEESE
P& L BOE B AL IR 52
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FHECNT 2 W& e 48 1 LI AH S 14 [R] B 4 A9 - (idiopathic inflammatory myopathy associated
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eP0O-083
Potential Role of Serum Periostin as a Biomarker for
Predicting the Progression of Idiopathic Pulmonary
Fibrosis: An In-depth Analysis through HRCT Follow-Up
Studies

Mingtao Liu,Zhang J. Cheng,Haiyang Li,Huimin Huang,Baoging Sun
The First Affiliated Hospital of Guangzhou Medical University

Objective The diagnostic utility of serum periostin and Krebs von den Lungen-6 (KL-6) as
standalone markers in idiopathic pulmonary fibrosis (IPF) has been previously reported. However,
the potential for enhancing the clinical significance of these biomarkers when combined with
high-resolution computed tomography (HRCT) in IPF patients remains an unexplored territory.
Methods A retrospective study was undertaken involving the clinical data from 78 participants,
comprised of 51 confirmed usual interstitial pneumonia associated with IPF (UIP-IPF) patients
undergoing anti-fibrotic treatment and 27 healthy individuals serving as controls. All patients
received a laboratory examination and two HRCT fibrosis scoring evaluations at the onset of
hospitalization and upon discharge. Detailed investigations of baseline characteristics,
comparative analysis, and correlation assessments were executed utilizing R language.

Results The hospitalization duration for the cohort of IPF patients averaged 195.27 + 11.18 days.
Patients with a reduction in serum periostin levels demonstrated a higher survival probability
compared to those with decreased KL-6 and increased periostin (P=0.0094). Through anti-
fibrotic treatment, serum periostin levels significantly increased from 13.02 + 3.66 pg/mL to 16.77
+ 8.98 pg/mL (P<0.0001), while the novel fibrotic scoring, utilizing the gold standard HRCT,
observed an increase from 108.7 + 77.60 pg/mL to 141.3 + 123.02 pg/mL (P<0.05). Additionally,
immunological indicators such as CRP, IL-2, IL-4, IL-6, IL-10, and D-Dimer, demonstrated
significant variations pre- and post-treatment (P<0.05). In the ROC analysis, the predictive
capacity of periostin, both standalone and combined with the fibrotic score, was notable when
compared to KL-6 and KL-6 combined with fibrotic score (AUC: 0.875 vs. 0.639 and 0.866 vs.
0.668, respectively).

Conclusion These pioneering findings highlight the superior performance of serum periostin
over KL-6 in UIP-IPF diagnosis when synergistically evaluated with the innovative HRCT fibrotic
score stratification. This represents a significant leap forward in the hematological prediction of
patients with IPF.
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eP0O-085
Proteomic analysis reveals a complex relationship
between aging and pulmonary fibrosis

Tingwei Zhang,Diwei Tu,Di Kang,Yingying Wang,Ye Shao,Xuesong Wang,Jinjin Zhang,Xiaodong Song,Hongbo
Li
Affiliated Hospital of Binzhou Medical University

Objective Aging promotes lung function decline and susceptibility to chronic lung diseases, such
as pulmonary fibrosis. Here, we use mass spectrometry-based proteomics to chart the lung
proteome of young and old mice and quantify changes in cellular ultrastructure activity states.
We show that aging leads to increased lung stiffness, abnormal autophagy, dysfunctional
mitochondria and telomere attrition. Proteomic profiling reveals senescence-inducing high
stiffness in old mice, including increased a-SMA and vimentin and collagen and decreased E-
cadherin. We depicts a comprehensive cellular and molecular atlas of the aging lung and
provides insights into senescence-inducing pulmonary fibrosis.

Methods 1. The lung function was reduced in 16-month-old mice compared to 2-month-old mice;
western-blot showed significantly higher expression of senescence markers P16, E-cadherin and
SPC; laser confocal further confirmed the high expression of senescence markers in 16-month-
old mice.

2. Proteomics analysis of lung tissues from 16-month-old mice screened for senescence-related
genes: FTH1, TGFB1, P62, STAT1, MMP9, etc. These proteins were verified by western-blot to
be highly expressed in senescent lung tissues.
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3. Western-blot validation of FTH1, TGFB1, P62, STAT1 and MMP9 in BLM-induced fibrotic lung
tissues revealed that these proteins were highly expressed in fibrotic lung tissues. B-
galactosidase staining and immunofluorescence further validated the western-blot results.

4. Proteomic KEGG enrichment pathway reveals Abnormal ferroptosis and autophagy. during
aging. The changes of ROS in the senescent cell model were detected by flow cytometry. In the
senescent cell model, ROS expression was increased compared with normal cells, but ferric ions
expression was decreased. Western blot analyzed that GPX4 was significantly decreased in
senescent cells and aging mice. The data suggested that ferroptosis occur in aging cells. RNA
immunoprecipitation (RIP) results also revealed that HUR was specifically enriched by InclAPF in
senescent cells model group compared with normal cells group to prove their binding relationship.
PCR were used to detect the changes of InclAPF in Senescent cell mode, gRT-PCR results
showed that the expression of InCIAPF was increased in Senescent cells model. Western blotting
showed that the expression levels of that HUR and ATF3 increased significantly in senescent
cells . The above findings were also confirmed in aged mice.

Increased mechanical stiffness of senescent lung tissue. Phalloidin staining depicted that the
cytoskeleton became disorder and disorganized expansion in aging group compared with the
normal group. F-actin, an important component of cytoskeleton, increased in the senescent cell
model compared to normal cells.Western blot demonstrated that the expression level of F-actin,
YAP and TAZ increased in the senescent cell model compared to normal cells.

Results 1. The lung function was reduced in 16-month-old mice compared to 2-month-old mice;
western-blot showed significantly higher expression of senescence markers P16, E-cadherin and
SPC; laser confocal further confirmed the high expression of senescence markers in 16-month-
old mice.

2. Proteomics analysis of lung tissues from 16-month-old mice screened for senescence-related
genes: FTH1, TGFB1, P62, STAT1, MMP9, etc. These proteins were verified by western-blot to
be highly expressed in senescent lung tissues.

3. Western-blot validation of FTH1, TGFB1, P62, STAT1 and MMP9 in BLM-induced fibrotic lung
tissues revealed that these proteins were highly expressed in fibrotic lung tissues. B-
galactosidase staining and immunofluorescence further validated the western-blot results.

4. Proteomic KEGG enrichment pathway reveals Abnormal ferroptosis and autophagy. during
aging. The changes of ROS in the senescent cell model were detected by flow cytometry. In the
senescent cell model, ROS expression was increased compared with normal cells, but ferric ions
expression was decreased. Western blot analyzed that GPX4 was significantly decreased in
senescent cells and aging mice. The data suggested that ferroptosis occur in aging cells. RNA
immunoprecipitation (RIP) results also revealed that HUR was specifically enriched by InclAPF in
senescent cells model group compared with normal cells group to prove their binding relationship.
PCR were used to detect the changes of InclAPF in Senescent cell mode, gRT-PCR results
showed that the expression of InclAPF was increased in Senescent cells model. Western blotting
showed that the expression levels of that HUR and ATF3 increased significantly in senescent
cells . The above findings were also confirmed in aged mice.

Increased mechanical stiffness of senescent lung tissue. Phalloidin staining depicted that the
cytoskeleton became disorder and disorganized expansion in aging group compared with the
normal group. F-actin, an important component of cytoskeleton, increased in the senescent cell
model compared to normal cells.Western blot demonstrated that the expression level of F-actin,
YAP and TAZ increased in the senescent cell model compared to normal cells.

Conclusion The population is aging at a rate never seen before in human history. As the
number of elderly adults grows, it is imperative to expand our understanding of the underpinnings
of ageing biology. Aging is characterized by a progressive loss of physiological integrity, leading
to impaired function and increased vulnerability to death. It is the largest risk factor for a
multitude of age-related diseases. The hallmarks, such as genomic instability, epigenetic
alteration, loss of proteostasis, mitochondrial dysfunction, telomere attrition and abnormal
autophagy, represent common denominators of ageing. Meanwhile, these abnormalities often
appear in the occurrence and development of diseases. Pulmonary fibrosis is an age-related
disease, with median age of diagnosis over 65 years. Throughout its progression, lung tissue
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becomes rigid from the lung periphery and progresses toward the lung center. Stiffening is
caused by cellular mechanical stress like extracellular matrix (ECM) accumulation, cytoskeleton
rearrangement, matrix hardness, compressive stress and so on, which lead to change of the lung
elasticity. Wu et al. have demonstrated that elevated mechanical tension activates a TGF1
signaling loop in alveolar type Il (AT2) cells, which drives the periphery-to-center progression of
lung fibrosis. In fact, cells of the human body experience mechanical forces throughout their
lifespan and the mechanical forces prevalent in the cell microenvironment. Numerous studies
report that not only chemical signals but also mechanical signals can activate cell ultrastructure
like autophagosome, mitochondrion and telomere, thereby driving cell biological processes
including cell proliferation, migration and death. And thus mechanotransduction entails the
conversion of mechanical cues into specific biochemical cues. Liu at al. have demonstrated that
the mechanical cue shear stress can elicit vascular endothelial cell autophagy via redox
regulation and Sirtl expression.

eP0-086
AR IR i R B (B B 1 il ¢ J9 ME— R LR 41 Ha PR S RUES
LZREE—B

Higs. B
JPE B ARR R B S S B

HE PiE LR A IR R E R ENUR I —F R, DR A R A t(RNA &R B S Pk
J R = IRAE: [ABEATE  WLARFN DT ROARHIE. i-Ha 2D WREstEdifk. £ COVID-
19 KiATHE N, BHiERR2ERE, SETEAR.

T¥E DU — 151 DA PR it g 1 1) Joid 2 il 28 g ME— R I Hi-Ha BH A B2 S ik R 491

R B, %, 69 %, H 1 AR, MEMEFREYE 6 NS"F 2023 4 01 H 26 HABt. &
# 1L AHWEHESERFHITZ, WEE, TTEFE. K&, TR B, IR SN,
W AMES CT 2R, 44T LIREREF B PRSI S96)T, SEIRR R ABERT 6 /)
BRI WOInE], PR . PRI A RS, BIFERBEES . BREAE R DR KR R TR . A BR
k. 1RIR 36.8°C, WRIL 23 IR/, RKIE 106 XiGr. GRS NETEA . Wilitin] & &>V
Velcro %, , HAKKTERE LM NBJEE: C MEM. ESR. WIFREMEFHZER S, M. K.
fEHE, A CERFEFEIhae AEMmss) « MRbrEME IR S0 Hr: pH: 7.45,
P02: 55 mmHg, PC02: 32 mmHg , PO2/Fi02: 190mmHg:; E4HffiEE: IgM. EB & & Hiik
S, HTMBREREE SR . SEH IgM: BATE; IiE G SRR, MEANEER: RILTE; i
VEFESCEFLH B FEPERTI . B 9% HIV Bidk: BitE. 2019-nCoV-N(O)EH: B; #kEL4n
JfuZ##:CD3 399 4Mul,CD4 231 /Mul,CD8 131 4~/ul,CD19 58 Mul BRI {%. HARSLW=EMAT
SHE R BEATE CT M. XURMBEIEREE .. ANBER R, REVIBERE R o6, R
IR R A CRFEMER R ? ) o H B3Pk, ANCA BATE. Flizhat. =R A M@ ThREFERS .
SPME . PIER. PURSHRIT R . PR A AE DN, otk A v O AT A, R
HCT: WllivRigmAE 2 . AT NL% B ShuRiERl: $1 Ha Pifk 1gG 287.79U/ml, RTiHT
Y. 2 1HIE RIS SAE (BT Ha FHYE) 4k Ak bRos i B v 1] Btk Btms iR . 2 H 12 HEE T
E & el %, Hsale 160mg/d. ABEBE%E 0.29/d. HWFRERE A 20g/d whiiiayy GEM 5
R, BEZW. WA, 3 A 13 HERG TH MK 160mg/d GEA 3 KD . BB
0.2, 0.4, 0.4g/d rhiiGy7r 3K, HEMEE CT kB Bk, 45 HFi.

g COVID-19 KyAT HAIA],  DABRSH I R (140U 9/ 98 4 18] o 10 A2 ik — R I SR E A ) 1R 12
REARIEIT o« WGIR EAEFR LA s« W EE HEWIRIT ORIFRT, EERME IR, JCHENRR
WLRA AT . — B2, S IR G S0 Bz R v ia 7 U EL 2L
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ePO-087

hEHBRSHMFIGT UH BN E X RIS 1 6l

PR, PIRY. EMRE. TYESR
AERP RS RA AR ET BE B

B 4R 1B R 251 AR VR T A RE A 1 A R I AR 1T 303 4575595 461«

TiiE BAEEELNE, VIIMEN E ARIL, o R4 Btk g AR AR, AT A 25
ORISR, Ja D IRBERE)T R R B EaE, BATIEREERIT . 1545 3 AR IR U,
B, W=7, T, ESRERER, BRI, WM BT AR, &R
pely, HFEE, Jok®dE, oM, AERE, IRE. 170 CT S XUMmRE ATk
ZEMOR, N KB

SRR SER VR BT IR RESE ST TR LGS . AL SRR, VA PSR R LD A T 5 A5 T R
REVEROR WESAZAT B B I8 B FE NS L], AUEAER, &R, S rimATsek
PURIBTT . BT, a5& BE R LE IR, HRERANEL, 4R RRMLIREIT. il
LREfieiRyT 1 AJE, BRI R GE, REMHE CT kg R m/h, i Hees

S50 TPEEFRE IR IR B AR AT PRI G S5 T IR, R R AEVE

ePO-088
1B WS B IR IE R R 45 & M R AT AL R RIS B
EUEED

R X
V2252 I8 K2 5 IR BE B

HE A5 Sl DG B FR RN R4tk APF) Wil 2 5 R i5 K (DEGS) ,
FEAEIE R KT LA IPF.

Tk WIERRIALZEE (GEO) #dFErh M sE GSE110147 1 GSE53845. 1] GEO2R T
Ao EW ESIEEMEW AN IPF [ BE 2 B HLN 2 5 RIEFE . EFR. AT A4 i g B
(DAVID) %l FE it LR 1T GO M1 KEGG B4, JRJE7E String M dt T DhgedE A& A
F-EAFA R (PPD MZFEE. §1] cytoscape i+ i CytoHubba 1 MCODE ik ik
W& R RR A FE R . R, S s diik . qPCR WAEAE Wb SR IE KT . B, *Fas R
1T T 85007,

g e T 240 NMEFZERRIAERF, geotranil 7 HAE \PF BRI, RAEERMN . 4
J¥ 85 B P 4 488 B 2 Ak T A B BEAE A . i CytoHubba i1 MCODE Hikffik it 4 MR LR
(VCAM1. CDH2. SPP1. POSTN) . Bt4h, FIFE k% 20 ad il o] B 4T 4Efb /N SR Y, dlat
PN SR 2R S e Ak J% qPCRESE T Bk 45 5,

5 VCAM1. CDH2. SPP1. POSTN mJAETE IPF [ R ErhiE et /Efll, JEnl BN IPF VB AE
VbR EY)
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eP0-089
E-THAR RMEHRT B FE R T AR L A 4L a0iaTT R

G AEENE . SREHE. L. XNE. 5RIEN
P S R e

B R R ML 4tk OPF) & —Figit: . BTV A M r 1a Bt . H AT IPF 0YR7 iR
AR, 8RR I A I8 Je A v LT LA dEqbia T, (Bt B A A TR A
BB MGE. PEikE, MFRFA T4 (MSCs) £ IPF a7 FAAEE K1, FN, WERER,
MSCs St FEAEHALUTE TN, ATREXTREE B A N R IR R . BT, AR AR
HLURIR MSCs 1E IPF ¥ 97 097 80T T WIS

FiE # 40 H C57B/6J ERBENL T NI 4. W XIRA (PBS 4l) ; HaiiEifidl (kE X BLM
1) ; UCMSCs J4J7%H (BLM+UCMSCs) ; DMSCs 44741 (BLM+DMSCs) . £ BLM &N
IR 7 A 14 KAy Rl B # k4 T UCMSCs 5 DMSCs Ja97 . 7E 21 KAMGE/NR, SRIGiH
H/NRAFER, AEND, a-SMA F collagen-1a & ML RIETE, PLELHLURE T,
PPty L3 UCMSCs il DMSCs £ BLM 75 S I A 4Efb /N R VAT R . (3F: UCMSCs:Jif
T HZURYER) MSCs, DMSCs: Wi fEiZH 2R JE ) MSCs) .

gEm gl BLM i RIZHAR L, UCMSCs fl DMSCs Y57 20/ BRI A AR 2838, A4 T PR FE R VR
B, F4EMHHKER o-SMA 1 collagen-1a fEfZH LA )R IEE D> . FFHE DMSCs 4L,
UCMSCs /MR IAEGFERE R, AE NEEAD, 44402 E A a-SMA Fl collagen-1a 7EfitiZH 44
()R ek B A i

25 UCMSCs Fl1 DMSCs % BLM 5 Sl £F 4 b/ RIS 17 RUR, H UCMSCs iR7T7 3L
RE U

eP0O-090
E T RS AR F R ERE QT R4 ER NS

W R, AR XIRE. EET
SN NI EE B

H B I FH 9 2% 2538 2R R IR 7 il 2F 4R AL 0 7 AL 5

Frid: ARWFTCR N 2 B 51k, FEAAEHS T. MS M ERREE 4, WP KRG HE
B S 00T & s R B BT A A2 i o St BB AR R, R GeneCards (4 & . OMIM
BE . Disgent HudE FESR IS 4F 4EAb A oGl 3L R 8 & 28, FIH Venny2.1.0 §iidk - A%
SR 4k A S R0 S HE R, F# ] Cytoscape ik HiAZ D8 S 36K, FIF] Metascape X #% 0L
AT E BT

FER CPREA 94 MEIEASY, HibARYE OB. DL ik A s sr 29 4>, 226 MRS FER, filigr
Yefb RE SRR 2523 A, WA SLFFE SR 138 4, ZOFE R 38 N, AU HE SRR AT RE A
AKT1. IL6. TP53. VEGFA %, KEGG &E&E/iitn, FHEIRIT A 4L il A i g v] 5
FREER. ANRKARAAN R 13E5HS. NEYIRERY. CKAPA (55K KL,

g AW TE BN R 25 2R AP TN 7R T 2R BRI I A 4Rk, NIRIRTE
I7 HRALHTRE R R
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eP0O-091

1 BRI HEES A EBNEET S HERKREIHRE

T G, HaE . X, TET
SN N R BT

B R ER 0 NEZ Stk R AR E & &8 (Non-Hodgkin&#39;s lymphoma,NHL) , L4
ERMEL TR PEM A EEIGIREIN, B TR EAFMIRIRRMERZHE, MR R
T2 RCIWIE 1 BIVIGE eI 2 R EFSI NHL Bm ],  DLBR IR PR B A6 5 E 285000 AR
LG

ik WHE—H 2022 4 12 H TIREAERGIT HE R NHL, AR R4tk B8 (anaplastic
large cell lymphoma,ALCL) , ALK FHYERTBEVE RG], 41 2 5, %EE URE LA M
J 22 R EEIE R 2 AT BRI . FRATTZI5 61 11 AH S PR TRk 2R AT 1 40 e 5 A [ i 14 434
R ZEFE DR R IR BIGRERD, T 2022.11.19 BeAMTREE CT: Al Bz,
MREAE 5 EIRZ R G AL, BB EAMETT. CRAX. HMREE 2 K8, ¥EERERRE.
Ht—2P1T EBUS-TBNA, Ji#gh R 4/7/12 AR EFEFE0%, WimdE il . it — D iage
BT 2022.12.4 §hiZIR e, B AMIMEE . DU E 1 KRR vA filh K 22 MU 15 R/ NP IRk ER &
A, WEEhER, TR SAMmEEGE CT. 1AM b M 567, HEkE. 2,908, A,
MO IRA GRS 2 B K. 3 MM R, MAE. s FIRX 2% 5060, FE
. MEM: A0 23.06 *1079/L , 20400 4.11 *10M2/L , [/ 383.0 *1079/L . IfiiE
LRI 318 U/L. FRAT SV A A J2 TBLB. EBUS-TBNA, JRIEZER: (4 i) 2
BRG] A R W B BIR I, e HAES IR SCRE NHL, T 4, ALCL mlgeteEck. 7 itk
45 EBUS-TBNA JiiHl: JANf L4k 75 Wkt /D VPR H 2, WA AR R s A A . i
R BRI G216 . B4R  H i A& Ei2W: NHL, ALCL RlgEPER, ALK FH.

g0 ZEE TR g 44k s CD30 BAMEATE A RE ALCL, MNik—B5EE ALK G2k,
eI AT 2 A8 R e S5 T A5 Bl Bt S S CABH A2 W7 o IR R LU . e BRI Bl sz BN E
BRI, H ALCL RIEPREERFFAG F 3R I 248 R ARRE M, 5 #0231 it eg 1T i 236
57 R, RIS IE R E R AR, H 2 Ak B G5 B B I, N Uk B R TR AT R
I & DR g R R e AL AR S W R R SO, AT RE R E IR, ZEH, EEEHBET
B A2 W

eP0O-092

LREpA PR S FE RS R s kS E— s T S

Btk %
PRI MRS —EERE (IR L)

B PRI 3R Bt — 151 &5 45 2H 25 4 8] J5 14 At DA R i s Jhk v R I PR AR o« 2 T RR T R 2R
YRR SCRR, BRI RIG R S, W LTS, NIRIRIZIT TAESR A 4.

Tk BEAGNR T RE, BE R R, SR 39, B KM 1 ERABRL, 3 FERTTEH
AR H B S A, WSS INE, TP R AE, RS, I, TEXCF K. i
EREEBEIRTT, WO E RO, IshikE ik, FET IR, IR, FRZERTT
JEEIR T2 0%, UERZY . 1 FoREFHBASRERNE, WwaEHE, Z200ie T 4ER, T
B3, EHACARCERIAR, FIBEPGIR, FRFZY, B RESAE, BA XU B, SRR
T, ERFEEE, MmEhhkE BB, BRI 16 SRS A TR A, IR .
ANBE AR T B Bk i, XU TTE &% velcro "85, EMKE 90%, TEMH IR E, M4
Wridr pH fH: 7.416 ; —SEAL#EE: 34.9mmHg; &4 E: 65.7mmHg, B BN R Ik T4
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832.00pg/mL, #iixHiiAEE: >300U/mL, MERMAHEEESIR (KL-6) : 3019U/mL, HikxHiikik
TR BT SS-A PUIARHPE(+++) 5 BT SS-B FURFHME(++) , MlizhE kg s CT: 1. b B 1%
RAEFFF I LT AEAG . 2. P9I T] . AR 2 RO B2, 2B p8 S Mg Ak . 3.5 S8 izl ik v
FOER, WEEGWRIKE R, 4.3 HKE %R W ke 240 R ThReden 1.8 < 0 e K5
H MEF25% T [, 2. 5RBADIREEE T . 3. 3CUE WO, (O ER Ol A IR A OIER,
IRk 5E, =JORA (EREE , MishfkmE (A o AERGEEERLHE RS, 08
OB . 4D FERRIMEIIKIE /1 80/31/47mmHg, PVR(JM I [H /7)8.6/10.7Wood U, T4
A6 1 A 30 ik v I

SR GAELWIEE N LG SURAN N ] RN 2,458 UMk IE Gafe OIh
BE 28D 3.1 BUNPIR 520 4. FJRLEAAE SASVERR M IER 6. 0BFE, TRmERST, mOFK,
BRI ZN KR 77, BUAF A SEXTREVR YT, FRENRT R W TR SR & AE T RIB R 212, TMEMEE
7, BB G M, VR B WU IR R DA SRR R T2 Bl 5 -

g0 [ PERR (ILD) DL sk s (PAH) 245441405 (CTD) fEIFRAE, HF RS
MLk (SSc) « KMIBKTT#R (RA) « TIRLZAME (SS) MAGHELATIMRIE (SLE) FR I
I ILD F1 PAH FISE SR 400 . SCHlikTe 45 4F A SO0 o< B S i mT 51 iie) BT oRig tEF 4eth, ™
WA AT S UM B4E LS RS2, S — D SBCRAM N £, S1RMaIke k. Fit
XF T B T A RHERE LGB RN 35, BRG PRI AR = b Bhi2yh 5 R R0 A
JY s, [E A IR RAE R EE L RNAIT .

eP0O-093

M RERRESH X SERRANE—FIZEN MDT 277

REG ZEge. BB e, B0k PO A
HH R R SR — R B

B K B (0] 5T VR0 MDT 2R Y7 i — 1 I3 i 21 s 5 JF SOV R0 IR AR aE, $R il
PRERITXTZEIIR AR R AR 218 KT

TE 74 BB W MBS AR . R AR FARIGYT . RETEMATHE CT
R R R AL, WA e EARATI A . BE ARATSCRUE R AR E, AEUE,

AESE S ARESCVE R RS U SUUE TBRHIE M CA R (A 1S UVE RS T
TR RGNS PE R, bR B WK B AR AR R ARG, B A, RN R ELR
A IRA D EERR R AR, DA RILE R, RIERIRA, ToBMEKE, B8 G mREE,
ket TB (- , AP (- , HWZOERE () o KsRIE—D S KRR, %A
PN fE AR R AR SR . 2 oERE MDT WHRR L B2 PR IS 530 UVE WA E R
AFGIRIE, EWEPER I, AR USRI AT S B A

AES BR. . AECVE ATPESOUVE ZAORBORAE LA CIREYIINE . TB?HIE? T4
JRZEJRSE AT EBUS /MARSKIRE, ARIWWIEMEFAEG . T/, A SV AT R RS s
10 sRAFAERIAT . BB OO EE (A F 3R - BASULRRIRR, BRSO R R
1rEse, ERBHE ML, RN IR L RANIRIE, FIESCERIEAAE . TR A4
BT FARIGIT . AR MATAMBHIRIESE R 2 FIEAGR AR 2 I DR + X Itk 454D+l
8 -+ 60 JEE RS 32 0 Do + Wk e o 2 IR+ i PSR AR e R e 2 R i T A0 AR — R
3cm*2cm*2ecm KNG . RJG i RIBD REL: fii—nrt, K/ 14*11%3em, el (BEA:
KM 60%, FLKM 40%) , RAPAEEMO, RIS IEL, R WK a2 90.

SRE R D) R W . R 414k CK7(+), TTF-1(+), NapsinA(+), PD-LL(TPS: 20%),
Ki67(20%+), ALK(-), MLHL(+), MSH2(+), MSH6(+),PMS2(+). /& ' Jili J& ik (2 &5 & 1 bn A<« 28
4,5,6,7,9,10,11,12 H M EE5 R WIEFRE . K5 R ETRIRAG I PELH B
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SR BHTFARFLANCEEM BERFNE, 148 HFITCHMUIEE [ifEsH CT] XA
HIFTES CT, ZfifARge ), 2HD VIR, RIXATRZ KRR E LR, DGR, 40
AT AT LA RN R, OREBUFRT: R KETTFET, LU-RADS2 25, @UEREE. B
THRFIRAIE -

SEiR W fls UM A O SOV R A ARE S AR, 1200 B R AN SO U B B AR, R
AEGRARISCRE R L BRI SCUE R AAAE, BF AR IR IR AR,
RGBT QU 2 Fo A B IR TSR R AL A B0, 7 ZEARERRE U7 S 58 22 A1 5K A 91 ik
TR

eP0O-094
Ficolin-B fE/NR BT A4 =B P I A HLIER

R B2 BN R4 BREC
ARPCINC L N o i () PR
2. SRR MY [RI5F R B

BHH BEAHE R I AMAE S e 4efu R £ R B X, Ficolin (FCN) K& #MABEE RIg 121
FEEFFHH T . FCN2 A FCN3 FI55 48] % (interstitial lung diseases, ILD) AR FiL
CARIE, 1M FCNL1 25543t FEAE 2 MANTE 2 . AT S E B FCNL 7ERr R PRI 41 4
k. (ldiopathic pulmonary fibrosis, IPF) 45452045 (connective tissue disease, CTD) #HE
ILD EE RGN, HAR T HAE A 4t A2 R I E R

Jrid R S I B AG N IPF AT CTD-ILD £ 3 AR IE % X BB 52 i b FCN1. #t—25F|
FHEFAETYR FenB (/N FCNB & A2& FCN1 RIJEE ) C57BL6I /N, JEI < IE N2 T 18
K ZE (bleomycin, BLM) #JETEF4EbAAd , @it A & 41N AR EA L, JsPE, 4805
P 2 AR TN A AR IC FE R R AR5 0L, VEAE FCNB 7EM T 4k it fe b RIEIVE A . HE— @t iy
R E (adeno-associated viruses, AAV) T-Hlid K ik FCNB, W& H XG44k A0 38 8 AR 1) (el &2
1EH

25 FCN1 7f IPF J CTD-ILD #3& M RIEK - EE & T IEF X, FCNB TELF4EL /N Uit
HRFILIRGZE T E, HALF4etbbric LR Acta2 #1 Fnl 8k B B E MK, FenBT gl 4iik
ANRRAREE N FRIR AT BN, R AT BRIRE IR LA Acta2 A Fnl HIRIA/KF R
B TE, A S ) 2 R . HE—sBiEid AAV-FenB TN UM 4R S, iR R A i Ar
ISR HE, /NRIAF e T 2 G

g8 FCNL 7E [R5 P il 8 5 RR ik,  HRIVRER 1 FCNB 72/ BT 4E A R b R 4T 4
AEH

eP0O-095
C-phycocyanin enhances autophagy to attenuate
pulmonary fibrosis by targeting InclAPF-HUR complex

Wenjie Hu,Libang Chen,Yue Yu,Jianlin Luan,Jingiu Zhang,Xiaodong Song
Binzhou Medical University

Objective Pulmonary fibrosis is a chronic progressive respiratory disease caused by a variety of
causes, mostly affecting middle-aged and elderly people. In recent years, its morbidity and
mortality have been increasing continuously. Currently, there are no effective therapeutic drugs,
so it is very important to develop new therapeutic drugs and molecular targets. C-
phycocyanin (C-PC) is a kind of light-filling pigment protein which is composed of decoradicals
and phycobilin, which has a variety of pharmacological effects, such as anti-tumor, liver

87



v R 2 B L i e T 1) S A P 2 AR 2 WG

protection and neuroprotective effects. In recent years, studies have found that C-PC has a
protective effect on lung injury, but the specific mechanism remains unclear. Therefore, this study
aims to clarify the anti-pulmonary fibrosis action and mechanism of C-PC, and provide candidate
drugs for the treatment of pulmonary fibrosis.

Methods In this study, the anti-pulmonary fibrosis effect of C-PC was determined by establishing
in vitro and in vitro pulmonary fibrosis models, CCK-8 assay, RTCA experiment, scratch healing
experiment, MicroCT imaging, H&E, Masson staining and Western blot were used to determine
the anti-pulmonary fibrosis effect of C-PC. gRT-PCR was used to screen out differentially
expressed IncRNAs and verified by rescue experiment. Then, RIP, CHIP, nucleo-plasmic
separation and HBAD-mcherry-EGFP-LC3 virus were used to prove that C-PC can enhance
autophagy and reduce pulmonary fibrosis by down-regulating the autophagy axis mediated by
InclAPF-HUR complex.

Results 1. C-PC has significant anti-pulmonary fibrosis effect in vivo and in vitro

First, CCK-8 and RTCA detected the toxicity of C-PC in vitro, and screened out the concentration
range of C-PC that is not toxic to normal MRC-5 cells. Then, cell scratch experiment, proliferation
experiment and Western blot experiment were used to detect that C-PC had inhibitory effect on
pulmonary fibrosis model cells in vitro. MicroCT imaging, HE & Masson staining, and Western
blot results showed that the C-PC treatment group significantly reduced the lesions of pulmonary
fibrosis in mice. The above results show that C-PC has significant anti-pulmonary fibrosis effects
in vitro and in vivo.

2. C-PC alleviates pulmonary fibrosis by downregulating the InclAPF-HUR complex by promoting
autophagy

gRT-PCR results showed that the expression of InclAPF in the TGF-1 model group was up-
regulated, and significantly downregulated after C-PC treatment. InclAPF and HuR protein
formed RNA-protein complexes and played a regulatory role, and RIP experiments showed that
the binding of InclAPF to HUR was reduced in the C-PC treatment group compared with the TGF-
B1 model group. The results of LC3 autophagy double-labeled virus showed that the autophagy
flow was partially patency in the C-PC treatment group compared with the model group. It was
further proved that C-PC promoted autophagy and reduced pulmonary fibrosis by down-
regulating InclAPF-HUR complex through rescue test, scratch test, stability test, CHIP test and
immunofluorescence test.

3. C-PC promotes autophagy by targeting enhancers of zeste homolog 2 (EZH2), signal
transducer and activator of transcription 1 (STAT1) and forkhead box K1 (FOXK1)

We further analyzed the downstream target genes of InclAPF-HuR in the autophagy pathway.
RIP experiment, half-life experiment and Western blot experiment showed that InclAPF-HUR
complex promoted pulmonary fibrosis generation and blocked autophagy through target genes
EZH2, STAT1 and FOXK1. However C-PC can reduce the binding of HUR with EZH2, STAT1
and FOXK1, enhance autophagy and alleviate pulmonary fibrosis.

4. C-PC attenuates pulmonary fibrosis by downregulating mouse ATF3-InclAPF-HuUR-
EZH2/STAT1/FOXK1 autophagy axis

In order to better elucidate the mechanism of action of C-PC, the overexpressed InclAPF was
packaged into adenovirus vector and sprayed into mouse lung by trachea. H&E and Masson
results showed that the overexpressed InclAPF reversed the anti-pulmonary fibrosis effect of C-
PC. Western blot results also showed that InclAPF overexpression increased the expressions of
pulmonary fibrosis related and autophagy related proteins. These results further confirmed that
C-PC can reduce pulmonary fibrosis by down-regulating ATF3-InclAPF-HuUR-
EZH2/STAT1/FOXK1.

Conclusion In this study, C-PC has a significant therapeutic effect on pulmonary fibrosis in vivo
and in vitro, and promotes autophagy by down-regulating the autophagy axis mediated by
InclAPF-HUR complex, thus blocking the occurrence and development of pulmonary fibrosis.
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eP0O-096
BT 4L P B B {E R R ME R 2 IR W SR it IR

WREEE . ARG BRR. R, ORI IKEER. BRRE
TN BE 22 Be R B e o — I PR = 22 )

HH CHAESEA b E] B foms g AR dr, 9B O o R I A I S5 o il 8 A A Al
) 2T 4k, I AT EAL RS AR TR I B BRI . AT SR IR 5 A e 3R i 21 448 240 5 A 40 i 1
HAR, BB ALAZ M A AL LA SRIGTT I £ 4L K7 i

Tk ML A HERE B 11 2 b R AR 2 AR R AR IR BN R 2K L AT AR B R AR A E A R T S
5, GBI SRR S SN ERXFRERER T, JATE ST T AT A0 5 A 4
M b B m i N B e e A ) ROAHELAE . BEJS, BRATER I B RN 1 Y b R
Go PEANML S T ZE A0 M ) ELAE T RESON B MBI TR e e, BRATTRES TR RAE . RUMbHL 12
Wit meA FHEALAZ 5 50 5 FLAFS S0 K R BUAR SR LA il e, FATT 15 30 i 240 T A
R IBALAZ 9 F-HH 25 4R B4 (K7 1

SEIR I G KB SR A I A EL A A UL A A 1 B A S AL

5 meA WALy F AR+ 6 MBS 5 — RPBAEIEN, SOy AT i e,

HAM /MR AR A BIHSERW BB DA I0E .. HRER, WiE b,

IS N AR A5 05, AT e A SRR AN oA« 20 B A ik ot 28 S i £ 4 A i A e f) AL R
IR o T ROV AL AB AR S AE (1015 R IS FH 405 45 368 AT ML . i 11 7Y B 4 B 55 4 B PO 52
M2 JATHE— B IR S H w o

ePO-097
5 il MDAS PRt BZAILAAR 36 18R e B s 48 25 O W R R
BAFEAT IR
LR,

EE 18]G 5 s LT % SR a5 4 AL A 8, BVL o8 o — 4 3 3R S B AN UL A ) S 1P 45 2
HAp, Hrhpt MDAS FRPERIRNLR A 80%HIMER S A IMIal B As, JFAEA PUERE . H AT
24 LGRS TE ] R MERTOR  (CTD-ILD) R F AN WU CTD-ILD BF #AT R GG, Fir A
HET A0 MDAS FHPE R LA A ILD RS R AH G SO . B AR il J g R 2 oK
ST S8 BRI R, AW U EL 5T MDAS BHE BV 28 JB R A A, A
PHAt 5T MDAS FH1%: B2 UL BB 1 ILD AT B2, SEAF AR 17 AR R M Fea 22 ) B E A
JiiE WAL 5 15T MDAS BHAE B LA AT R A S (A Bl R AR R 85 O e PR AR B BERE, JE X Al EAT
TREE S o

SR 5 LEREP R IH, Lt 26, Fi 45-65 %, FIER 54 . 5 AEE P 2 Lo ik
Qe iJa BB, 3 AN RER TN . A e I i e e SRR, TS BRI
WINE . 5 4 BHAER 5 BRNlHT MDAS FATE, 594 MDAS FHTER LA, JEATHURge. #
RMPUABAIRIT IR AR N (1-4 D kgt fe, 20Ph )5 BA MR IR, 532 FM Rk
MiAE . 5 4 BF LIt B G2 B R T 4EL Y NSIP,  HFT A /3 24 BB R 18 (1
SUEMBRDL, RIN: EURE (5/5) , TUEL4ERTENLIER 28 (AFOP) FERIL (4/5) ,
HrA gy irig, AFOP BONRIMR. T Bl AT A FIREEE 1 b B 4n g A 1Ak, s
WA S3E PGB AFAENG IR/ I, — 44 BB ARAE R vh Ok 4 L R IR

S50 WYL R ST MDAS BHE B LA 8 8] B R g S . I A Rz —.
PL MDAS [FHE Rz LA BRI ECE, B R I, AN AT 70 A B BRI ABA T 8] Jo 1 A
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JRSEIE (AE-ILD) , DAAF4E4LR NSIP B S GERRLL AFOP JERD) N ERI.
IXEEG YRR T A 2 AR iy CTD-ILD 58 ) B Z i EEAA KL, 5T MDAS BHH: 1 S L 98 f 3 L
V) o A i g s BE SR Y 5 HAh 28 B /) CTD-ILD 2881, FZALF4E(L R NSIP, {HIH 5 SCHkdRiE (1)
KR ARG ILD & AU 2 (OP) AN, FEARHEEIHARLKIMA OP Bk EE S uE A7 1t
A I A 2H BT A B8 35 350 R AT AL /R0 20 A (1) SV Il A A R B, IR 4512208 18 38 Il s e s 70 o B 9 2k
R PR TR EE A AR 8, 6T BT MDAS FHPE SR S E TR B B RN, BT
WEFC

eP0O-098
#P%5 NF-xB 1558 E& AT AHPHI NLRP3 SEfE/ME TR R AL
TS EERBRIFFHIFALEL

3
RIEBRLR IR 2R — BBt

HE REAKE R FI/DRITA4ELRE R G, NLRP3 4R /NMAFI BRI ST/ NF-«kB
T8 B AR T R LR AR

Frik KB AR C57 ANRr N 4 H (1) FEXTIRA (Control 1) (2) FAMEXTIRA (QNZ
4 (3) BAE (BLM4D) (4) 18974l (BLM+QNZ 41) . %57 BLM i ST 4afb iy . &
WRHL R A, M HE Jeta, Masson Gett, GiEdéitiets, UUKHALREARIIRN, AP
A 2R3 R 2 DR % JRE WO Ol o FH AL X2 PR A 2 A A 0 S A i 0 8 e AR 4 i v e R A
BRI AT 5 B E 53t H ELISA MIE /N BRSCUE I ESe i b IL-1B AT IL-6 B & . KRR
U5 NR8383 EL Mgl 2 & N\ KIF 1) AB49 4fitl 73y 4 4 (1) AFHXHEZL (Control ) (2) [
PEXIE (QNZ 4H) (3) AU (LPS 41) (4) Ay 4H (LPS+QNZ 4) . KM %EEAEC /T
ERIAE G H B E AR RIE .

gEE R 21 RA/NRIZHZ HE Jeth )2 Masson Jet 45 5 5%, BLM 201 Control 414H EL 21 44k
+/rB3E 5 1 BLM+QNZ 415 BLM 4iAHEL, £F4EfbF2EHI0 B4 0% . | Western Blot, %%
IR a-SMA Fl Col T WALAMAHREAMRIE, 4R ExR, £ BLM 4, —F AR EY
Bhe M{E BLM+QNZ A ffRiA% BLM AR LR Bid/b . 7 JOE /N RAEA A, /NEUmZH 4L
HE Jeto. FidigUig/ Tt (WID)HIZE R E R, BLM+QNZ 4/ & i K M FEE S5 BLM
AL B R, RN AR LS R BN, 78 BLM 21/ BUM 423 iy rh ki 4 e o5 Eb 4% Control 41
B2t BLM+QNZ 405 BLM 4AHEL (5 HE B35 K. 78 BLM ZHHh B RE4i i 5 9% Control 4H
AR FEAK, 1 BLM+QNZ ZH9 E MR &7t s . Western Blot #llEET-AHCE A ELISA £l
RIEKRFREMERE R, BLM /MR A4141F NLRP3 . GSDMD. casepase-1. pro-
casepase-1. NF-kB . IL-6. IL-1B f1#i& % Control 413914 0, 1 BLM+QNZ 415 BLM 4%}tk
A B E . RANE VAN K 1T AL R4l western blot 4558 E75, BLM+QNZ 415
BLM 4L#1Et, NLRP3. caspase - 1. pro-casepase-1. GSDMD. NF-kB [{)3iA I i f& 1% .

g8 (1) ] NF-kB AT LAAR MR 20 2LU9RE ekl B 4 B R mp PR I3« 0161 8 i /)
PG M AET, SR BLM i 5 Bl ] 5 47 4 1L

(2) PRAMEWEA M Rt — D IGUE T $H] NF-kB I8 B U 42 i 0 20 23 2 2 Ab 3 22 ol T4 G e 44t g
FETT JORE /MR IO AN 98 RE PR+ R T

(3D AAANIIE 1T Bt b B2 40 -t 7 A= 98 0 /NS PR TR AR 0 L T T S5 Wi fk £ 4 A 1) O e e

o
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eP0O-099

LysoPC il F 1@ 4T 4E 1L & £ B1ER BALBIRSR

Mrfase 13, BYRIE L WER L WA L AREC REE 123
ABRTIRez) [ IR EDNCS
2. A AT A A 2 [ BRI A S0
3. R MMAAeb A 2 BLOTHT 51 8 B (111 +H4)D

BE AR R e de i B R A, FRATT AT I i B A 20 27 Rk I £ 4 A R8I s Fn R R
B 2 B R M EiE S LysoPC & B8N, AW 5CE B LyoPC {23kl 4 44k 1) &
AN, SRR T IR TR AR S R AR o

TE M4t B g . AN BRI 2 By L 40l (A549) | Ml 4F4E4HiE (MRC-5) .
C57bl6 /Nl LysoPC(14:0)F1 LysoPC(16:0). id it A Ui 2H 26l ifn i Aok 25 2 45 2 AUty
i EyE R = AR, AR NI AF R B . AT R A b SR A TR LysoPC 4T
YA R, I Gy B 5T S I S5 g AT 1 A AL .

SER 1) A4 S . AR E R AB49 Lifd LysoPC S EEENE: 2) kAR
WA 4 AN 38 E S 56 R, LysoPC(14:0) &2 2% {8 3 B 4F 45 40 fi 75 & (a-SMA . Collagenl #
Fibronectin & & & 2 8, %k i A7 2 2% U /N Control:0.1681 + 0.01198; LPC: 0.08483 +
0.001642,P<0.01) {HXFHILHE 1o . RN IR SLEG 45 S BoR, LysoPC(14:0)% # {2t
NI A YR (hhadets, HE QPR MEAR S E) 5 3) UL, LysoPC(14:0)i#
SRR E A R, WS LTGF-B, i SOl & A TSN TGF-B HEMvE b Rer4Edufie, {2
AL R

ZEi0 AW FIRIE T LL LysoPC(14:0) ALK ) LysoPC eIt 44k & 4L HIHLH], LysoPC REfs i
EVGLRR AT e, RN R AR it R A2, PR N R B R R I EE 7. Rk, 1A
75 LysoPC AR Al 1E A LPA SZ A0 Bl 2T 44k VA 37 3 1

eP0O-100
MiR-29b modulates B-catenin signaling in idiopathic
pulmonary fibrosis by targeting TRIOBP

Lan Wang,Wenyu Zhao,Cong Xia,Ningdan Wang,Linke Ding,Shuaichen Ma,Yaxuan Wang,Guoying Yu
Henan Normal University

Objective Idiopathic pulmonary fibrosis (IPF) is a fatal and devastating lung disease of unknown
etiology with an average life expectancy of 3-5 years, which is described as the result of multiple
cycles of epithelial cell injury and activation that provoke the migration, proliferation, and
activation of mesenchymal cells with the formation of fibroblastic/myofibroblastic foci,
accumulation of extracellular matrix. However, the mechanisms involved in these processes
are unclear.

Methods Bleomycin injections were used to create a mouse model of IPF. Animal experiments
and clinical studies were performed to evaluate the potential of TRIOBP in vivo. TRIO was
detected in IPF patients and bleomycin-treated mouse lung tissues by using RT-gPCR,
immunohistochemistry (IHC), and western blot analysis. The interaction among TRIO,
microRNA-29b (miR-29b), and TRIOBP was detected by RT-gPCR, western blot analysis, and
dual luciferase reporter gene assay. Type 2 alveolar epithelial cells (AEC2s) and lung fibroblasts
for the experiments were treated with miR - 29b mimic, miR - 29b inhibitor, sh-TRIO, and sh -
TRIO And F-Actin Binding Protein (TRIOBP) to evaluate the cell proliferation, migration, or
profibrotic genes expression. Co-culture systems were used to explore the function of TRIOBP
and TRIO in epithelial-mesenchymal crosstalk. Western blot was used to analyze the nuclear
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level of B-catenin in A549 cells after TRIOBP and TRIO silencing. ChlIP-gPCR was used to
confirm the ability of -catenin bounds to VIM and CDH2 promoters in AEC2s.

Results Within the present study, we reported for the first time that miR-29b binds directly to
TRIOBP, inhibiting epithelial-mesenchymal transition. Silencing TRIOBP reduced the ECM
disposition, inhibited the EMT process, and blocked pulmonary fibrosis in vivo. Data showed that
TRIOBP positively regulated TRIO and TRIO was upregulated in IPF and BLM-treated mouse
lung tissues. TRIOBP and TRIO knockdown inhibited AEC2&#39;s anomalous activation and
proliferation, blocking the differentiation of pulmonary fibroblasts. TRIOBP and TRIO silencing
both reduced abnormal epithelial-mesenchymal crosstalk in our co-culture system. Moreover,
disruption of TRIOBP and TRIO specifically inhibited the translocation of B-catenin. Our study
reveals that the miR-29-TRIOBP-TRIO-B-catenin axis might be a key anti-fibrotic axis in IPF to
regulate lung regeneration and fibrosis, which may provide a promising treatment strategy for
lung fibrosis.

Conclusion MiR-29b modulates B-catenin signaling in idiopathic pulmonary fibrosis by targeting
TRIOBP. Disruption of TRIOBP and TRIO specifically inhibits the translocation of 3-catenin and
TRIO is critical for the binding of B-catenin to profibrotic genes chromatin in AEC2s.

ePO-101
EHENEERER-RR (MC-RR) JRITEEZYIBGA4E LA THRE
ER B E S FHHIRASR

EAT 22, 4EH 22, Fik 12
1 ORI
2. BIAUR: IR THAR B

HE zr4efk. (Pulmonary fibrosis, PF) J&—818 Pk, 4 B dh & oA . A m) 308 il oy e e
TG B IE) PR o WG R R I A AT 1 57 g VeI R A . B i) P a8 Bt e WP IR S v T R T o

H AT IR IR T b 2 2 M 2 A R AE SR b e, sk Z B e R R . B 4R i B 2R A7 R
25 . AT UL T AR PR B B A I R R (Microcystins, MCs) B R 22 iR A5 Y 5 4)
A AEf 2R, PRAIRDT MCs KB R A —IM 3% 5 2% -RR (MC-RR) Hitlfi£F- 4k itk
PN LAy T AL, v MC-RR 340 R JRIGAT 4EAL IR 16 T 259 B4 8 2 A

Tk OFXHEkE R (Bleomycin, BLM) 437155 5 K BRI/ BRIEF 4E A0 B, R /K N2 8E B
Y5F MCs VEIT . SiScsbrh oL 7 AFEIFIER MCs J720WEE, K MCs B A EIVE S ME Ciem
BIER) MC-LR FUKENER MC-RR) HUELEL, IR IR 4kl R 25490t 3EJER (Pirfenidone,

PFD) &I BB AT Ak (X BRI 8, @ R G0 R 4 73 FAEM AR IRTT MCs 1897 ilieF 4k
B .

L (OMC-RR. MC-LR 1] B 5y 4 1 7 3 47 fis £ A0, (0995 B 452 265 A0 4 F4RFAIE, (B EEME MC-
RR BVEITROR T, MCs Sl 4R 44 2 5 s AR JC i Bk @QBUKIE K MC-RR
(2.5ug/kg/day) R a] P24 B B HETT 38 s @5 PFD L, MC-RR R H XA sh il 41 44k
BIT LS @OMC-RR HUil £ 4E AL ML R IAE BRI E MR 4r ) M2 BUARAL . S0 il 7 4 A R0,
i) PKM2/Hif-1a/p-STAT3 {55431, 1 PFD HIVAIT & WX —% M ; ®AM 7 MC-RR. MC-
LR [ F 7 38 AR AEAR B Bl 4 = A m W82 ) 25 A D P 41 55

12 MC-RR A PG 4Etb T Re iy, WAL T ARG 4T Ak in 7 25 R Je BT =k
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eP0O-102

oK BB IR 1T 0 1 B SR A MR AL 4% R b B 410 B 5 et PR e

BRACIR L. SO L. TRR L. AR L. MR L 4B 2 RIRAL
1. VI =SB

2. TEN B 2 e Y s = B

B RS RO RN 5E RN RAEFEEEEERR LIS V0K S ERIA S 0 2 —. AT
IR (MPs) , KBk (NPs) HFRIA/DN, RIS m s, s S5
A R A S ECE I E AR R . B RTEE R NPs 3 ARG T 7 2 b T ook BB ig
1%, M HATRT NPs AR A ER M FL > . ARBTH R0 5T PET il PVC NPs I J5 1753 (il
BEPE RN S L AR
T R ZARCHDE A AR T: PET M1 PVC NPs FRIZH 15 EURM o phy 32 o) 220 oo 7% Al
L et 52 . Cathepsin B/D Al LAMPL 3Rk, TFEB % 5 Al A B AR 545 15 ol J8 i
TEM A0 41 i Py B B/ IMATR B BEXURR A &2 (GFP-mRFP-LC3) f1 GFP-LAMP1/RFP-LC3B 3t
SESAS I B WE R AR JC-1 5. Ca2+A Al ATP Kl iEAG NPs X2 RiAk 54 . @it
TEM FG0 32 5 't S0 W45 473 (1 2R A4 R 1 Wat/IMATE 20 SR M VA7 /5, 83 TFEB siRNA T3
SEC B0 RS W 24 B SR B Bl B . 2 R B B R TR R SR RN G T AR s T e 9 A A
(calpeptin 1 Y-27632) s56, il B WS /IMARLH AR SR IG AL T 00, PR IR N 52 A
NPs 7 5 [ W BEL T i 2L
ZER 1. RN/ R S2EG 920 45 B ORI IR ) PET A1 PVC NPs ZA6 35 T A8 15 S M il 48
JiE o ARAhSEG £k BRI N 100 pg/mL PET NPs Al PVC NPs %55 Tl sz <8 b R 20 B A i i
FRAR A5 77
2. W& NPs TEREEA T BRI SRR ATIL . AR B IE M N, CathepsinB/D B Z i ,
EURI =N N ad R N S ey Gl TN
3. NPs M BgfR ik i J5 B8 € 7 T4 hifhk, 15 FE&RLIARNE. 5 —J71H Cathepsin B/D #il ROS 4
B, ATRRARLRRAR AT, (R Ca2+ Mgl C FIRI, 51 RIABEIA-Ze k1A B AE 245
4. TR S mTOR &3, S8 TFEB # %400, i SPRMIER . 4IRS EA . i
AE & AR R R, (R PTER AEv AE B, PR W K
5. TFER siRNA T34 40 i Sk sh 8 11 . e Ffos & A 3L f 3% s A v AR i, JE Rt
BRI G S20G, ENENMARYTIER RGNS T 2, BTN ZE R NPs 755 I BH BT 7 %
FERLH
58 TC-1 gifure rh 257  NPs [EFERIBCT, NPs (R s BE A 05 10 S 850 E WERH, Eh T+
TFEB I14% 5 55| 251y 8 1 AH 2 35 TR 2 3% 18 55 T2 Rl Ak V60 177 99 559 19 Wk L DRI 2801

eP0O-103
Prognostic value of CYFRA 21-1 in fibrotic hypersensitivity
pneumonitis: a prospective cohort study.

Xueying Chen,huaping dai
China-Japan Friendship Hospital

Objective We aimed to explore prognostic value of serum CYFRA 21-1 in FHP patients.
Methods FHP patients enrolled in this study derived from a prospective cohort study. Correlation

analysis were conducted to assess the relationship between serum CYFRA 21-1 and indicators
of disease severity. Cox regression analysis and Kaplan—Meier plot were used to investigate the
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relationship between serum CYFRA 21-1 and death/lung transplantation. Area under the curve
(AUC) was applied to estimate performance of predicting FHP outcome.

Results serum CYFRA 21-1 level was higher in FHP than NFHP group and expression of
CYFRA 21-1 in lung tissue was also higher in FHP patients than donors. 86 FHP patients were
enrolled in this study. During the follow-up, 4 patients received lung transplantations and 20
patients died. Serum CYFRA 21-1 was associated with FHP disease severity. In the multivariable
regression analysis, serum CYFRA 21-1 was an independent risk factor for death/lung
transplantation (HR=1.36, 95%CI| 1.10-1.68, P=0.005). And the cumulative survival rate was
lower in patients with higher serum CYFRA 21-1 (23.75ng/ml). AUC of serum CYFRA 21-1 for
death/lung transplantation was 0.70. In addition, serum CYFRA 21-1 was significantly higher in
FHP progression than non-progression group. The cumulative incidence of progression
increased in the higher serum CYFRA 21-1 group (=24.46ng/ml).

Conclusion Expression of CYFRA 21-1 in peripheral blood and lung tissue was increased in
FHP patients. Serum CYFRA 21-1 was correlated with FHP disease severity. And serum CYFRA
21-1 may served as a potential biomarker to evaluate adverse outcome for FHP patients.

ePO-104
Long Non-coding RNA NORAD Promotes Pulmonary
Fibrosis by bingding to HNRNPK

Cong Xia,Wenyu Zhao,Lan Wang,Guoying Yu
Henan Normal University

Objective Idiopathic pulmonary fibrosis (IPF) is characterized by an excessive buildup of
extracellular matrix and is universally seen in a variety of aging-related diseases and
progressions. Long noncoding RNAs (LncRNAs) are longer than 200 nucleotides and do not
possess the protein-coding ability that participates in organ fibrosis and various pulmonary
diseases, and accumulating evidence indicates that long noncoding RNAs are powerful
regulators of IPF, but their role in IPF is not fully understood.

Methods Bleomycin injections were used to create a mouse model of IPF. Animal experiments
and clinical studies were performed to evaluate the potential of NORAD in vivo. NORAD was
detected in IPF patients and bleomycin-treated mouse lung tissues by using RT-gPCR analysis.
Western blot and RT-gPCR analysis were used to analyze the expression of profibrotic genes in
fibroblast after NORAD silencing. ChIRP-MS was used to investigate the protein that binds to
NORAD. Co-IP was used to verify the interaction between proteins.

Results Within the present study, we reported for the first time that LncNORAD was
downregulated in IPF lung tissues. Silencing NORAD reduced the ECM disposition, inhibited the
EMT process, and blocked pulmonary fibrosis in vivo. ChIRP-MS showed that NORAD could
bind to HNRNPK. NORAD positively regulated HNRNPK in MRC5 cells and primary mouse lung
fibroblasts (PMLFs). Moreover, HNRNPK also positively regulated NORAD in lung fibroblasts.
NORAD and HNRNPK knockdown inhibited the proliferation, migration, and differentiation of
MRC5 cells and PMLFs. Interestingly, the Co-IP assay proved that HNRNPK binds to RBMX,
positively regulating its expression both at RNA and protein levels. Therefore, we found that
NORAD-HNRNPK- RBMX might be a promising target for curing lung fibrosis.

Conclusion These findings revealed the function of NORAD, providing a therapeutic target for
IPF.
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eP0-105
X SEMEEREPENARS HE AL RE
| Bt Bl 5 = B4
WEL
IHAL RS P ROK B B
B 60 S0 e B 0 5 8 00 L S 1 P A IR0 2 R U it

RE PP IR R 3G, TRk i 28 (0 =V B 2 i~ e A 4 B i

TRk iR 55 % 4t

G5 (5 (interstitial lung disease, ILD)FIH A 3 EOMMMIA] BLLF4E4l . SRIB IR 2E,
B RDHATVEIR B WPIRE 3, il Th BESR IR IR DD RE T e e BR il V3 DD RERRAS, HRCT Wl L
PRI R AR o ST RE AT PE N B i IR R 2T 4EALRE N S BURE A R EZ M R
PR SR S S A A

[ Py AR TER T, A A I PR S R AR LR (NLRD AT U Al #- 2R SOE A B B 4
PRSI (R s S E TS 4R bR, A 22 Rl NLR 72 & ARSI [a] J5t Mo £ (1 3512
FUWTBIR 175 3 B 277 RO W e PN TR b A7iE 207 T E B A 1R 3 R 3

WEFEE I 113 B8] 8 (0 20 W AR T U S S 180 Jo A i 48 6 3 A 0 12 ] i A il %
BB R, SRS T VEE Y VU AR L 4 L I TR 1P 4 I ) LB BRI b PR 40 i P A1) 3 T
VEHIEVEIT NLR W AE — @ REFE L I B S8 MR A AR5 DL

[ AT FC A BUREDE TR NLR £ ILD 35324 8 b G i T BT AL, AR e vl R, i
ILD EaI4LEHE R NLR 5Bl st 2B, al DSOS BRI G s ME P AR S . 53 4h— T
FEXT 2 RAENUAR B LS 835 (A 50 R BREGRIR NLR THEUR AR T 5 32 75 HH 300 8] o 1 it L
A TR, TR 45 50 G 31 B2 IEAH G o

— IR UK 18] o A i B I AL S U E VR AN I T O AT A, SR IR R A R R
VE VYR PP A7 AE B S AR bR 4 T A 22 5 U A P A B A R U B E RV T 4 23 S8 AT DA
—ERESE LA AR BGR B PEAG AR o

S50 NLR 7E PSS Y [a] f5 1 filios 2628 (0 B 002 W s I WBelig vis 3 B2 L 227 25Kk, T T S A
R EBATIR SR, AT DA TR R 28 B VR B 4R A R TR 2 A SR T Y
i k%

ePO-106

B iR m e N ER R E MR EREFHE

Fol. FBE. TKER. RSO0 KOOHE. PRI
TR BRI B IR R Bt

B S AR 4 2E ARG I (8] J53 1 Al 2 95 P SO R ik R ot B A P I 3 B P AL 2R A, A TE) R
PR SV I E SR A R B2 W B T VRS I AR bR B

ik ATREPE SRR B ALK S I e 2 B PP 5 s EORE S 2= RHA W AE-ILD B3 10 ], R Ic 4R i
FEXTHRZE 10 1, WdEAZiaE b A & — MR BTk}, KA UPLC-MS/MS R, Zr#fr AE-ILD 4
A X A I 2P A P R AR IATE O, 2l E B, RN ZERRIAEA, R ES
MWRILE AT RGN EWE R0, BFEQERE. itk DREE L ET IR E £N
RBHT, CASASRZE BB 5T 2 8] A 54307

SR NILYE T 566 NMEH, ikt 28 N ZEREE (logFC>1.5 3 logFC<-1.5, P<<0.05) .
Hrh AE-ILD 41 FiEA 15 4, TiHEA 13 4. PLSDA 70#1 &7 AE-ILD 4514 Fext R 2 2 [A]
EARBARHEZESR . GO i Rz FRAEANAEYF I REREE YRR . #b
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RPIESE, WRABINRM . IRE AR ETHRA Y, Z5#IaFEE. PR & %D T8,
KEGG &Ml fRm MO N T M AR es 1 e, SRR A& s sl
CES)IEART R #Eid RSP

S50 AE-ILD BF SRS L MAFE MR R B H, 7 B0 W 5 R HIL ) K s PRI 2 18] F
HRAR o M 72 57 8L 7 BAE I R RREA A At — P UG, (AR T AE-ILD #IPEWbRic (it
LI /IE- 321 €/

ePO-107
GC-1 1B AY KLF2 4358 L R MRfRAsmE 32
B S 5 RAFHIRGE

TREG R AR Bt R, EB. REE
TR Ko7

BB AUSGE SR SRR IR 3 B 0 BT TS e, AR RIS R IS IR AN 2 2 . LA S
FR i A8 5455 1 N ZE 4> FAHLEM AR N A . X L, FRAIRE T TRB HertEdsh® Ge-1, @it
VAT KLF2 ZERET 6 57 20 i A 2 o Lo < 353473 (VL (99697 7E F R FE AL o

JriE 2R VILI NS (Ei A& HTV, HCLHEHIS & LTV, BLM+LTV) P GC-1 FIATT 2%
R O(HZ% ., BALF. KAERF ELISA 58) o RN AURSMERRHLIRS R R KIf2 169710 5 Rk
BRI . KIF2 45 ik mi8 (Sftpe-CreERT2; KIf2f/f, AT2-KIf2-KO) /NRI&IE GC-1 169758 A
GC-1 i6¥7 1 AT2-KIf2-KO /)N ERUITARIS B A, 2 bS5 ohpefedl (B8, JC-1) , bj%
S0 M RS A S FE G M) (F1dr, Tjp2,Cgnll) , Zkifk DAMPs. HWE. HT S AL AH S48 )
(mtDNA, mtSOX, Pinkl, Nrf2) . JR{R4HHI5 A549 fA4MGIUE GC-1 Fll KLF2 i ik xf FiAR
Ao TR .

2R GC-1 BFWE VILI /MR BALF RIER T HHR g |AAHLIERE . VILE N it
KLF2 ik Nifl. 78 AT2-KIf2-KO /MRS AI b BALF 20 150/ 8 (5 & i n . 2041 i 58
FEEE . VILL BRAG R Al BB B A I R R IE,, IR R R AR S, mIDNA #5 IUECFI mtROS 1
hn, FEAERMBEEAELR, AT2-KIf2-KO /NRFFE T GC-1 HIVRIT R . 7E/RSh AS49 ML 41
FARIR, RIAERFRIAIE N, kA ROS. TGN, HWEFAE, 1M GC-1 {57 Ml KLF2 i %Kik
J& JORE RN LR T RE 5 03 O3

g GC-1 i AT KLF2 A S8 b 7 B B A 2 R AR Th e &2 Rz 4 i R A it il 48 9
SN E R84, NI AEREIRATLS 5 0 i 4 v R iR T R -

ePO-108

—fil Rajab B MR ARSE 2 BIEERSE

WOE L T
 H IR Bt

HE) & 21 SFFENM, EHE N 84, AFMMXAN R 2 H, Wk 3 K7 LL XU £ et
JRA BB o

Tk RGBS E, ABATHRRE (PRI RSO

SR Tk M, DUETCRAN EREE T A, 0 I BR A NHE E, XUREIRGE SR R,
XU B I, AR SRS o DT, ORI AN R ks IR oS ROk
BUR A, W RWAFARTR/EE . BEAE: JUR Wi E KR BB, W 4 %1 IR,

FHRAGL A -
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(1) MPREHE . FFETh. B S5 A6 R W

(2) MRAH: ABG K 6MWD 1E%, PFTs: [RIMHESINGERER, TRECH WL, MEs CT:

XA, 2R KAINAEE[ERER, BEHEN, RN R LM RRE SR . RERE TR LREHE,
BALF (£ 4N : AM 34%, N 36%7, L 10%7, E 20%, CD4/CD8: 1.26.

(3) O EAESE: OB, R O R R .

(4) PR M MRISFHE 58 B BTRIB YR AR, SUNBRE  =E4 2 R FERK T1
K T2E54H:, T, KiZPmARRIk.

(5) #HEFI: ANA+ANCA+RF Fiikith 34k .

(6) JEZYAH*x: ESR. CRP . PCT . Il G+GM R4, T-SPOT . AMEIMFGEEE S BALF Jii 572
(ME. HHE. PiRITHE. 458%. CMVIEBV. 3FiAT@ED BIBATE.

(7) MRt PPFRESHH . PET/CT: XUREIFEPERCAS, Jil1ibk gt sowi 1 A=

(8) JHILRG:: JEHEE A+ CT: ] Wbkt .

(9) WAFMSRE: W Dh+PERER B0+ R T+ IL R R IR T .

(10) HH#HAMH: WNF X AR NFH, B CT: AWM KR EE, 5%
(11) EF B ARNER A 43#71: InBody ¥F4): 64 43/100 45 -

(12) FEPEEM: 76 Rajab [8)5PEMR LML 2 BUIAHSCH FARSA JEIK FAG H 552 k6 # R A

IIAASRH 2 AN SURIAAR

gEp 4oL b, EMSECER, 4 MDD 2. Rajab 8] 5B LG ES AL 2 B, 4058 3 SR A
Rl AT v RAGE, WEEE S VINE Y, INSRE R, B, WG S, BERAT IR .
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BRI HE X R IR R 18] R 4 Aifos & H BB EC B R F T A ¢
1 B E )

Rl djl
RS RS = B2 B

B R LA S Rk Fee ] Jo A1 Ao 5 I S B i B i ¢ 1 9 9 SCiR R >

Trik B EFEIRRGORL, BAEE IR LIRSS MO T

SR ARIER RO EME= R 2022 4 11 5 22 HYUE R % 69 & itk B, BEAEML
HI*EH - 40mg/ R IR JE LR YT Ja Il Sl AR BT ATt fig, AT iR D R L& JF Il i 7 A ke, B T
RIS, CD8+T AR FAARIEWI R, 2 Ja 8 ISR + A BRI+t 7 52 =] 4 Ga e . BTt
BT R . SR ERE AR B, BE WU RIEEE R IFT 2022 4 12 A 16 HAET.
i BHIZEH MK, B8 EE AR, IS MR T 2], DUIPRE 2 W, AL
7, ASCE R -

ePO-110

BHEG BRI AR R 1 6

FREI WAL BRI, TR
A NI B

BB R SRS FE IR RR I 2. 69T KTUG, AR RS TR RHZR AR .
Tk R 2023 5 4 TGRS & HOIE PR S BT B 12 9 RERS AR IR T R [ 37 % 5
Ph B, FATAZR G I RAFAE . LI =R bn . AR AR 4 1 ol B 01 7 30K (targeted
NGS,INGS)SAH K B RHEAT GRS, pT IR ARRR 25 87 K iS
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SR ZEFRMWT. K 10 K, RAEEGZ71 4 KR0S, TR 4 RIBILEHR, Begz
JITHATYEINE . IRFFEIRRIZ T i L R Bt 2% R i 98 AR SIS ARIE . R 20+ KHT TR FR 15
To ANBERTAMNERTINRE R : NEIREIEH R 414.30U/L, BEEHLA 2 7.5umol/L, K| TR &R
fit 1002.20u/L, VA : WU 24292.5u/L WLER A [ A 327.8u/L. AR ja O =T Aler
HF M 189.60ug/L; C NI :C MM () 65.64 mg/lL; HTIhRE:NEMREFLEMRE 246U/L,
HEH 27.00g/L, &HEE 50.7g/L; ORI TA IR AL L #E 343U/L, FLIRM AR 1583 UL,
IR 4HEE 4618 U/L, WIERUESIA T.E§ 81.50 U/L. M<%#7: PH 7.45, PCO2 36mmHg, PO2
73mmHg, HCO3- 32mmol/l, SPO2 96%. fiiiill CT 7~: Az kAR BEI Kk AF B A s
o ITREBIMMENR INGS (AMESIATI A0« BREHAK R IR — 1T HI% (322) il
YIS (2.3%104 copies/ml) o B2 A BERE A ARG 56 o VLR PUAREE . ANCA. ZEXIE
BT Puizdiiais. B SR rEF Ry vE. DA &l DY b UL ] VLIR30
2 L8R8 LG 8 9 B AR IR A R B SR SOV LR FAERE « T 32090 BB 2 PO R R s,
BIEH IR SRS, dhSEfhs . HilE Q10 B EF LI, WAEIRYT, HEABERE K.
BT 1 AR EE OB RIAEZREIEEBE 65U/L, FLMBEAR 651U/L, WIEEEE 171U/L,
WU B4R THE 50.70U/L, o-¥2 T FRMEEE 540U/L; O =10 UL BR W FR I 7] TH§ 5.40ug/L;
I N AR L LB 110U/L, RITARHREELL B 67U/L, FLIRMAN 643U/L. EH3&0
JLEE R DO RE WA R ap 5%, il CT 0 28 i A5 iy A S R AL o

g8 MRS PO NI, SIS S E Bhis b, 77 5k DR A v I O R S W S S B A
i, HRARE BT, WPIRIE 2 P S5 AR ) sl & PR (targeted NGSINGS) 808 B AR IE %
BRAT: SR iR 0 G AR i A4 B e By BRSOV ARRE s A FF LR 25 e 5 1) R85 7 040 Ok e I EL A L 22
HEL A S ShRe i FE AT RE, IR TSRS T W 67 LR VU R4, mBA I Zm
SRIT R A TS BT

ePO-111
R MEAT 4L S DNA BREWK
by AR, 22 EE
REBEFRIR - B EE B
E_;igfgijiiﬁﬁﬁéﬁ IPF AR ML) DNA FIEAL, B Ja 0 B0 R A%~ Wit FE ML T 7E VR T 30 Rt
TTIEE S o

Jis Wk PubMed. Hb NI B 56 TR TERET 464 5 DNA FERALIE 5 4F SR i SR dh AT B 45
Zie

SR ARSI R ] 2 HIEA 2P ol $0] DNA FEERERE M, 3 T 8 o503 v o B R A B
i et PPAR-y S RERIA AR I R B 35 T (/B 2T 4R 4L

G0 MBI SR VAT 4Efb 2 [AIAFAERR R, DNA HUEEAAG A R Bh s ie 3 W] 25 AL 25
A DNA FEERCRE MG, b iniE il iAe B R A b s Tl e it PPAR-y JE PRI Ik i ok 3
RE PRI EAL o 2RI AL 2 A LI 2 —, R VAl 2R3 DR AL 5 i (1 — Fof
FBOEATIE . 2] \PF Sl LA AL Z AL, i o AR SRR A% bRl B 1A T 1l
PRI AR AT REXTIT R IPF BRGIT INEA TR K o (HRRIBEEIRICA R —RALR), 55
W, w2, HARE ek B % 0E, IPF 1 DNA FEAL S AR s AR AL e A ELAE A AT 7%
Ft PR DNA WAL R B AR AR, 2 —Rr e 40 S 2 rh i) 53 55 B A it L 21 e )
A 8 DNA & LR DR B R 5 T LT 4R /N B Pk 1 L AP e RefE, (BAE
NGRS AT TT, IPF B BEAR T S2AH SR 29N BSOS K2 i 87 R BTSN T i, 4757 ZE0HE
BRI RIS
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ePO-112
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PN NS ST SO

B B45 IPF S EImARR AL, Bk, FOMBL IS5 i AL AR, O T EL s v
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MEPAGINEE s

753 WgE PubMed. A R0 _E G TR R PRI T AR O St (R IR ARRAIE . 18M4% 27 . FRMLIBH%27
T 5 AR i o S E AT A T

SR \PF L BT AT AL ARALAFAE, BET R AR ) =2 B s M HAH ISR 1K
IR I 28 ke, AU S5 R AT AR g 38 2, e MR RE AR A8 22 — I 3 IS A B LA
FTETAEAL PR SRR, A S B R S 0 AT S A M B S e e A ) SR B AR, B IPF AN A i
FHTI IR . BA RSO IR E R (SMGs) WA R (B HREZ M) wEE
B Fge Bk IPF b e 4Ed R I 2 R A, R IR T KT a S DLDLED &
H (a-SMA) I HEREEMAN R EH . Al T RS ER AL, T LA BRI e 4T
4i4t DNA HIJE4k (DNAmM) 4% AT RE 5 205 M IR R

58 IPF-LC :BETURZ, Jh)7 18] H A ) RE A MO8 LS S hn BV SRR hR R AT TS, KL-6
£ IPF-LC HESM I 580t M TR BZEM K. BATE BB B A% 5 BRI AME, 2P
REBUG, e 5RWBE R AESCE, NE IPF BUMEMMER e ke, 3T IPF 5 A
AR A A3, RO = AR i -

ePO-113
Aging regulated efferocytosis-induced SPP1l-expression
macrophage to inhibit pulmonary fibrosis reversal

Yue Zhang,Hua Zhang
Zhengzhou Central Hospital

Objective Reversibility of pulmonary fibrosis decreased with aging. Macrophages (M) play a
key role in fibrosis reversal. However, how aging modulate M@ to inhibit pulmonary fibrosis
regression is unknown. Published scRNA-seq results suggest M@ expressing high level SPP1
(SPP1"-M¢) accumulated in fibrotic lungs and contributed to fibrosis, indicating persistent
existence of SPP1"-M¢ may prevent fibrosis regression. In addition, SPP1"-M¢ expressed a
high level of receptor related to efferocytosis. In the present study, we aim to investigate whether
efferocytosis can induce SPP1"-Mg and how aging regulated SPP1"-M¢ to inhibit pulmonary
fibrosis reversal.

Methods In vivo, 6-week-old and 8-month-old mice were instilled with bleomycin intratracheally.
3 and 6 weeks later, lungs were harvested. Then, fibrosis severity was evaluated by H&E and
Masson staining. The number of SPP1"-M¢ was assessed by immunofluorescence. In vitro,
bone marrow derived Mg (BMDM) was isolated from 6-week-old and 8-month-old mice (6w-
BMDM and 8m-BMDM). Mg strain RAW264.7 was also cultured. Then, BMDM or RAW264.7
was co-cultured with apoptotic MLE-12, an alveolar epithelial cell strain. 2 hours later,
conditioned media was refreshed. Next, SPP1 expression, lysosomal iron content, TGFp and
MMP13 secretion were examined. And the role of bafilomycin, ferric citrate and iron chelator on
transfer of SPP1"-Mg to Mg expressing low level SPP1 (SPP1'°-Me) was determined.

Results We found that efferocytosis elevated SPP1 at 3 hours. 12 hours later, SPP1 expression
was decreased, coupled with declined TGF[ secretion and increased extracellular MMP13 in 6w-
BMDM and RAW264.7, suggesting pro-fibrotic SPP1"-M¢ switched to pro-fibrolytic SPP1'°-M.
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While SPP1 expression maintained at a high level in 8m-BMDM. Consistently, 3 weeks after
bleomycin treatment, SPP1"-M¢ accumulated in lungs. 6 weeks later, its number decreased in
lungs of 6-week-old mice, but not in 8-month-old mice. Furthermore, we found efferocytosis led
to lysosomal iron overload. In 6w-BMDM, iron content returned to normal level spontaneously
while remained at high level in 8m-BMDM. Chelating iron promoted the transfer of SPP1"-Mg to
SPP1"°-Meg. In addition, lysosomal acidity decreased with aging. Bafilomycin, which disturbed
lysosomal acidity, blocked the switch of SPP1M-Mg@ to SPP1°-M¢ and lysosomal iron
homeostasis recovery in 6w-BMDM.

Conclusion Aging inhibited lysosomal iron homeostasis recovery to prevent the switch of pro-
fibrotic SPP1M-Mg to pro-fibrolytic SPP1'°>-Me, which may contribute to decreased reversibility of
lung fibrosis.

ePO-114

UERMEMFEEICHRARE-ERR 1 fIRERARBE

FRMD e, R TR
A NREE BT

B JEZ-UL7% (Niemann-Pick disease, NPD) #&—FhZ WA H Ge iR Bt e, & h T3
T AR I (R 84 3 j 4 5 B B AN U N AP 8 R0 KB & 0 4 FOJ K 4 il . NPD 2 &%
BEZ, WARILZE, RiE. WX E, Hi2H T LI R4S R . AT B
T8 — 151 LA 8] S5 14 Bt s 12 T WE I N RHE JE 2 -D0 sl i i 91 S K R A, DAY KT R 55 AR %
Z A DI AT, B I DA I AR 12 T %o 2 DL 9 1 2 RTZ W i

Jrig AR —15) 2023 4 4 H T-IRBEFIR 5 i BE IR 2 BHE B 012 8 )8 2 -UL e i i) 34 % R,
BE MR S "z 6+H, FARMENA S, BRI ARG . AT 1205451 (1) 1
PREFIE S SEIRZFRAR . RAARENFAE Ty A7 38 A B BB A0 I 22 R A0E . AR AR B A I e LR &R
VA SEAH S TR AT VA 4 5 A [ Ji 1 50 AT

SR ZEE IS A 2.58 x 109/L, £I40f 3.92x1012/L, M&EA 113.0g/L, /MR
78.0x 1. Ififig: HM=F 2.18mmol/L, #fEEH B1.296g/L, Mm% ENEEE 0.41mmol/L. 1)
e (Z) MJHZIEK 29.4umol/l, E#EH4ZIE 9.4umol/L, [Al#EAH41 2 20.0umol/L. il & /¥ CT
S ORUNT /N - [R]B 1G o OUIH ) o M 23 o it Dl e s e B FHL 26 PR B AR D e BRAS,  /NTE D) RE R,
- 2280ml, FREXINIAEREIRE, SCRERTIRIRIGI M. EREARE SR ARG B
Bl e, DECRE R, KRGS SEAL e 2 U0 se A A, UL/ S SR f 7 i 4
MBER . ATEBEAVRIMER R 6 P9 LK B 4 2R 40 i SRR A1 R S Aty B) P 14 0, SRk S
SRR MRS NI, SR A R 2 H AR R AR . AR B AL %
K6 fili 2L 2 v i oA LK B TR IR G, AlivE 1 7R R 2 P A AR R SRR A, i 1) e 1
B, PR EANIRE, S5 G R A RS v ARRE R R MG 4, i) Hermansky-Pudlak 254
TERE I eF difh . BAEAR B EE RIS SMPDL 2HAH 2 N AR, 45N c.730G>A
C.1286C>T. HE LA RAZ R, MR L AR BRI B2 W e Z-U0 i B BUfHigiE
MG AEE . SR E N . BT R EENGIEE N AR RIETRNHEE R H) L&)l
B c.730G>A A4 R, HEEEHW c.730G>A G A8 . Hos oh M i i LT g
c.1286C>T A7 %R, HAwpM L)L AR R . HACEARBN, RIEHACETH K IGIRE
B R G 25 o 2 DRI R W 45 SRAHE M 9457 ¢.1286C>T kG857

258 5 NPD AHRIG IR R I 5 BE4N T 4 22 s 2 2303 B 27 R 302 2 TG e 41 it kv o 4 2 4 i 7 5
B bR, AU L R A I ) B W B 1S, A i S a5 a5 AR A SR R I e 2 N e
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ePO-115
FHEE TR 1 flHRiE

AURMI BRI
SN N R BT

B PRI T ok B A~ LSR8 S 3 IR PR R I S 2 W S8, DA R R 55 TAE B Xz I 1
UNZE

FiE R —H 2023 4F 4 H T HREBE PR -5 fs BORE R R HE B 12 9 itk A i VR ) 42 %
YRR, BATZE B I REFAE . SEIRZFa bR SRR Il A Jos B A5 AH OC B Rk AT 15
g g R R oy A o

R ZEERNIENEMR . SR 3+ 2, B . AT BRI AR A PH
7.46. PCO2 34mmHg. PO2 78mmHg. HCO3- 24.2mmol/L. Lac 1.2mmol/L. BE 0.8mmol/L.
MR CRPEE . B NI OV, B HFIiae. Pukdiide. P g i s bk
FENO. LHKE. WRAFM. EHEBERNAE T W CT: FAMAES, XU R 5.
i ThReRs A . b NI AT ReRERG, ANUEDIRERERG . AP 1480ml, TRETIAEAR AL R ;
AE R RARIRH . O URZE+ET IR DI REI E : A A IR IIREIER ;s A SWAE DIRENE IEH .
RO AR =R RO BEMakE R e (G Ik & 44mmHg) « & 5L
o B R REVER (AHRA28) BN 1. B AR b S AR 5%: GAEERR EE Y. 476
FER R A 2. 98 4R oy o5 S ARl L 2y 95%: LA R N R4 /IS b MERI4 Y 5%, 4
ZIIZ) 90%. WAL 5%, MEHEBEMETR. 454% PCR. HilRAL (. Biva A W =%
REBUER AL A ORFfE) « CHERBIMUBD St SOV R LM 2, SO R IR
WA 2 P LR S A SR B S B PR PR A B IR, A v i Py LD B R IR A, ROR T
o ANPGRS R R U] IR /NSOl YR AE . I Kbk B B A A AR AT i
EAR KGR, RSN, %Edik: HMB45 (+) , ER (/b&E+) , PR (+) , S-100 (-
) » SMA (+) , Actin (-) , ZH 224 RF & itk 28 g UL W . k28 UL R
(lymphangioleiomyomatosis, LAM) FI A E K #EF W, A& —Fh DU 7R 78 PR 38 4 5038 KR AIE
12 RAGACEEERVEM R, FERAERFE LM . LAM 82 (11 R AR 55 A [5] 1) it 50 0 42
& BE M TCATARTRE DR 380 7™ B PR X, LI IG R SR I 45 Pl R M . A<M L BEI . B I LT
RS ZEE FERINES EMR ., SR, R IR AR A 52 BRI .

g2 LAM 2 —MFEI, KEaIEREIMEZ 120E50, Mg 2 BRI 2 K TRt
J AR, T EEAN AR RIS PRI AR S0 . B FEIRIZ, AT WL LAM TR
N PREAE R I R A A B G AR I IR A A . LAM i e A AL RRIE S a- P LB &
(a-SMA) FtJ5i UL S B 2R AH OGP HMBAS BHT%E, A RIATH I Desmin FHYE . #lm R 0% [81%
T I H AR AT bRl .
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ePO-117
Association between gut microbiota and idiopathic
pulmonary fibrosis: a two-sample Mendelian
randomization study

Huibing Liu,Lan Wang,Cong Xia,Wenyu Zhao,Yaxuan Wang,Lianhui Chen,Janshe Yan,Guoying Yu
Henan Normal University

Objective To reveal the causal association between gut microbiota and IPF, we conducted a
two-sample Mendelian randomization (MR) analysis

Methods A two-sample Mendelian randomization study was performed using the summary
statistics of gut microbiota from the largest available genome-wide association study meta-
analysis (n=13,266) conducted by the MiBioGen consortium. The summary statistics of IPF were
obtained from the FinnGen consortium R9 release data (2018 cases and 373064 controls).
Inverse variance weighted, MR-Egger, weighted median, weighted model, and Simple mode
were used to examine the causal association between gut microbiota and IPF. Reverse
Mendelian randomization analysis was performed on the bacteria that were found to be causally
associated with IPF in forward Mendelian randomization analysis. Cochran’s Q statistics were
used to quantify the heterogeneity of instrumental variables

Results Inverse variance weighted estimates suggested that Negativicutes (odds ratio = 0.70 ,
95% confidence interval: 0.49-1.00, P = 0.05), FamilyXIll (odds ratio = 0.60, 95% confidence
interval: 0.37-0.97, P = 0.039), Ruminococcusgnavusgroup (odds ratio = 0.74, 95% confidence
interval: 0.59-0.92, P = 0.008), and Selenomonadales (odds ratio = 0.70, 95% confidence
interval: 0.49-1.00, P = 0.05) had a protective effect on IPF. Gastranaerophilales(odds ratio =
1.39, 95% confidence interval: 1.09-1.77, P = 0.008), and Rhodospirillales(odds ratio = 1.35, 95%
confidence interval: 1.04-1.75, P = 0.024) was associated with a higher risk of IPF. According to
the results of reverse MR analysis, Rhodospirillales (odds ratio = 1.05, 95% confidence interval:
1.00-1.09, P = 0.025) significant causal effect of IPF was found on gut microbiota. No significant
heterogeneity of instrumental variables or horizontal pleiotropy was found.

Conclusion This two-sample Mendelian randomization study found that gut microbiota was
causally associated with IPF. Further randomized controlled trials are needed to clarify the effect
of probiotics on IPF and their specific mechanisms.

ePO-118

RN 4 M b 2 5k [ 38 3R S0 AE — 1 41RE A2 SOk [21 B
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JHEE X 1 BN IPH B i e R T R s, R EE M — Bk, IRARRIL. AE. 5
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P 2 RPUARSE B R Pk, AMEIG S R, s CT RICAPIRIE ISR . <
BT WAOE W ECE R I, PR ORI . T i R S B VR VR A A S A R R
AT WAWE S BRI R . N B S 2K B TBLB An AR iy bR A s A= . iyl
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ZEH 4V (SLE. RRIERITR . THERGAME. RAEME4ALUR. KRG 25, HizHN
IPH. %7 KB 120mg/d*3 K, SR PENGIHLH AR S eI . WP pess, RIS T i A
J7 TEAREH R . MR H s s, A, ZESRIbm. A%EEkEH 20g qd * 5
K, HikJEJ 240mg qd *3 K. 160mg qd * 3 K. 80mg qd * 7 K, JELEHEMIFAH 20mg tid ZEF.
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eP0O-119
SOX4 Enhances Fibroblast to Myofibroblast Transition in
Pulmonary Fibrosis and its Mechanisms

Xiaoqin Liu,Hourong Cai
Nanjing Drum Tower Hospital, the Affiliated Hospital of Nanjing University Medical School

Objective Idiopathic pulmonary fibrosis (IPF) is a chronic progressive and highly lethal interstitial
lung disease and characterized by pathological and/or HRCT manifestations of common
interstitial pneumonia, with short survival and mortality. So far there is no very clear treatment,
and it is urgent to find new effective therapeutic targets. TGF-B1 is the most effective pro-
fibroblast factor, which can induce the fibroblast to myofibroblast transition (FMT). And
meanwhile a large number of studies have shown that the activation and proliferation of
myofibroblasts is one of the most important pathogeneses of IPF. Transcription factor SOX4 is a
key factor in the processes of development and differentiation, and plays a major role in the
pathogenesis of various diseases. SOX4 has been widely studied in malignant tumors but less in
fibrotic diseases, and whether it is involved in pulmonary fibrosis and its specific mechanisms are
still unclear. Our study was to investigate whether SOX4 was involved in the process of
pulmonary fibrosis through by the TGF-1 signaling.

Methods 1. We first collected the normal lung tissue as the control group and the lung tissues of
IPF patients, HE staining first and then a-SMA and SOX4 protein expression and distribution
were detected by immunohistochemistry (IHC) and Western blotting (WB) . Collagen | protein
expression was also detected by WB; 2. We then established a mouse model of pulmonary
fibrosis which was induced by bleomycin (BLM), HE staining and Masson staining was to
investigate the mouse lung fibrosis severity. a-SMA and SOX4 protein expression and
distribution in the lungs tissue from control group and BLM group were detected by
immunofluorescence (IF). Then SOX4. a-SMA. Collagen I. pSMAD2/3 and SMAD2/3 protein
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expression were studied by WB; 3. We used TGF-B1 to stimulated human embryonic lung
fibroblasts (HFL) as FMT in vitro, then a-SMA and SOX4 protein expression and distribution in
the cell were by IF. Then SOX4. a-SMA. Collagen |. pSMAD2/3 and SMAD2/3 protein
expression were studied by WB, cell proliferation rate was detected by CCK8 during the FMT.
Then SB431542, as the specific TGF-B1/SMAD2/3 signaling pathway inhibitor, was used to
intervene the TGF-B1 induced FMT, and the changes of SOX4. a-SMA . Collagen 1.
pPSMAD2/3 protein were measured and also the cell proliferation rate to see whether SOX4 was
mediated by TGF-B1/SMAD2/3 signaling pathways in FMT. Finally, to determine whether SOX4
is the key factor during TGF-B1 induced FMT in pulmonary fibrosis, SOX4 silencing lentivirus
was transfected into HFL, then the changes of SOX4. a-SMA. Collagen |. pSMAD2/3 protein
expression and the cell proliferation rate were measured in compared to control groups with or
without TGF-B1. Finally, we use ChIP experiment in normal HFL cell to verify whether SMAD2/3
had regulatory effect on SOX4.

Results 1. In compared to the control group, a-SMA. Collagen | and SOX4 were significantly
increased in IPF lung tissues, and we found that SOX4 was highly expressed in the fibroblast foci
in IPF; 2. Compared with the control group, SOX4. a-SMA. Collagen | and pSMAD2/3 protein
expression were also prominently improved in mouse pulmonary fibrosis lung tissues after BLM
stimulated for 14 and 21 days. And IF result also indicated that SOX4 and a-SMA were co-
localized in the mouse pulmonary fibrosis; 3. First SOX4 was significantly elevated and TGF-
B1/SMADZ2/3 signaling was activated during TGF-B1 induced FMT in vitro, meanwhile a-SMA.
Collagen | protein expression and cell proliferation rate were also highly increased. SB431542
treatment inhibited the FMT and downregulated the TGF-B1 induced SOX4 elevation. SMAD2/3
signaling activation and cell proliferation rate increase during the FMT. We also found that
knocking down SOX4 partially reversed the TGF-B1 induced FMT but pSMAD2/3 protein
elevation was not affected. Finally, ChlIP study confirmed that SMAD2/3 has direct regulation on
SOXaA4.

Conclusion In conclusion, SOX4 was highly expressed in the lung tissue of IPF. In vitro studies
we further confirmed that SOX4 is a downstream target gene of TGF-B1/SMAD2/3 signaling
pathway and SOX4 knockdown can reverse TGF-$1 induced FMT, suggesting that the TGF-1-
SOX4 functional axis plays a key role in pulmonary fibrosis. As a pro-fibrotic factor SOX4 could
provide novel research ideas and potential therapeutic targets for the pathogenesis and
intervention of IPF.

eP0O-120

B HBERT MA RS T m—FIRiE

e, WA, BER. MK

P AR AR 2 B B R SR 2= e

B B 32 md 45 100 LA RE AR SR A58 .

FiE Il — Hh 22 4 55 P 45 Y A it [ A I E 995 491

R BHS, 57 %, HEEIEAN 2 H7F 2020-5-21 AERRA. HEE B 2 ARG S5 R
PSRN fE AN, R BE S INES CT Rl 2 K BE SUIREE 1k ARR ALl 1] 22 & i Rk 2
g5, A EEARHIAE, T#FIk & DRI, e sksh#E 2.0-2.68mmol/L. B ¢ CT
KIFH . NE—D2ih, BEREREIT2HES, 12T se" UEANBE. ARE R AR & B
B, SEEMRE: ki< CRRED : PH 7.440, PCO2 40.2mmHg, PO2 75mmHg,

S02 95%. [ Mz WBC 5.1x1079/L. N72.4%. Hb157g/L. PLT170x1079/L; ESR21mm/h;

Hohee LR H: B R ULE E% . eGFR (MDRD) 94.6ml/min/1.73m”2; Ifil B fi# i 7n K
2.43mmol/L|; HE Pk, Jrh PR R PR IR . O E: SRR R
BEEROR, BEMBhKEE (PASP38mmHg) , LVEF IE#H; M+4 855 CT “Fia+58. Wil
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B A, WAl R NGE T, UG 55 A AU PR, M, ] S DR i Rk B 4
it b R SR B I, B IR, AR ERIA M. BhTh R R R R B ZE B S TR
B . URETHAEIEARIE R o B U E MR A, & 24 /NEFJRET 35.59mmol/1.4L. I ) LR %
FARUP=) e 24 /NI R LS B il 52 « B ACTH J R B A (e IE W Y Bl o AT SO A,
VE VR RS RS AT B B RIAR A 25300 58 B, A H B4 i TBLB 72 WLAESR A PRI 24 i 485 15 B,
Bk gett: GMS. BByt 2Wrs g, 1. 4579%9%, 2. IR IR, 7 OREEGET, =
f{J#4 15mg po bid. /> H J5E N 10mg po bid, [F]Hf HARKMH

2020-6 HAHE CT /RHlliRiE A AT i ar 4 . T oRiIfA B g E 2 10mg po qd. 2021-4 &
BRER CT Wil A T dt— bl mith, FmAH PR (2.5mg/F) , &E—Ik, F—kO
k2 F, —FEEENEN. FERLRY, WEEEH K. 8K 4 F. 2021 5 9 A12E
B CT nFsE s WA, @UUNAMBmE, SERA N 480K 10mg po qd,
ZIREEIMM 2.5 4. 21 4 11 H BATF P, 2022 4 6 H R ERREEE CT xR
ERE, TRIMAEEZS 7.5mg po qd. ¥ HJEEES 5mg po qd. 2022 4 9 HE K E A CT
NIETEA TR, TRINEZR 15mg po bid. 2 MHEEERE CT /R, (IRERE (s
3.5mmol/L) .

g S5 R G IR URE . AN BT ROWER S BE VT R EESZ IR TT AR I A T 2 5 e &5 4
TBIT IIRLR

ePO-121

¥ SLC34A2 EFE TR RRLAEE 1 FHlH#RiE

FHe. WM. B, KR
P IR A 2 e B R SR = e

B 2 R BE A R i i 45 fiE - (Pulmonary alveolar microlithiasis, PAM) AR A2 T RE
FigE [ BT R B WE I 1 514 SLC34A2 FH 24 /) PAM FR IR R %Rk o

gEER O mE RN, 57 . %Mk 7 ARTT 2022 4E 11 A 10 HAA&REL. £ 7 AR LTS
R B, oA E, RSN, TTRER R ELMER AN CT mXUE ka1, @il
WP, B ORI IR MR, R TEM. 2022 4 11 H 4 HFEJE KR E W
B NREBATHN CT 7~ LBHTORIE M B B SO A5 4k 2. 0 i i d J2 P54k . RiE—25 142
6, BEZERBEIZMEFERNERR . BEAE. AdBNEAR, SIS, A, Tl
MRS FKiEH ISR g0, TTRUFR . ABERT 36.5C, P 82 X/4, R 20 X/4r, BP
118/87TmmHg. #1iE, FEHAT, ST, R ARM IR ESS, SUMIFR SR, K&
HETEEDE, O (0 . ABREREMRIEEM. FERE. SHm. 3SPik. ANCA.
JiRE 4x B R I B 5 . T CRILECIRE) «+ pH 7.406 PCO2 42mmHg PO2 74mmHg
SO2 95%. MiZhREA AL B CABHZE N E R A B S ThAEREAS, JREThREEARIER . 1T
JRSCRE B FA ISR AR, PR 18R/ B SN I E R BRI, 45 A IR R AR
SLRIUFTE IR . FERASIIEE Sanger PR % B & 71E SLC34A2 JE[H ¢.1379G>A
(p.G460D) 4iAA S, SIEMCAREF . JRIT A, K TRRIATT, BEHHEMIEWE.
BE VT B — R R, WIS R, ARREE VI A 2023 45 5 H .

SE0 IR A i A — PP L AR P I, IR IR b @ S CT X PAM #EAT #1512 i,
HEE XU R UL RE MR REAS AL 45 T 8. SLC34A2 JERRAS . PAM BE RIHIEEFR . AT
RIE K] PAM B £ SLC34A2 JERTRAL, SRy ZERIAIIAE PAM 12 Wi () B 224
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ePO-122

— G AR A2 P R M B ROIE R . 1B BaRER AR

Hi. BB, HKk. SER
P RS PR 2 e Y s e = e

E 0SB ARBIHT, SR AR ML (PTTMD HOIER . B8 2% R A &1, 42
16 PR A 26 AR

FrHE [E ML A HT T 50K 2 B B TR SRR B 2022 4F 9 IR 1 BIRARIG IR . S61%2% Ky
KL PTTM (IR VR, SAZEBEIGIR . SR L K P 1

G 32 WA, EEIGREIUN T UETEITIR A M. 90334 AR D-— Bk g,
A SRR | RO . R LB BRI AR IR TR . PR CT RIUNPII 2 &
ANBEF L GER, WINTD. AR T BRSO IRELSE, IR T %

PET-CT Hm 4 5% RIS A H6RS, Jo R Lk OLSs 5 R Ko SR R RS PSS e LI
SRR T B T R S I A TSSO IR LA e PO D B 8 N I i
ik, FABG 7 RIET:

G5 PTTM AR IRTEAE Sk, 4 8 % BT PR 1 5 R e B S R s, E TR W I R
WEIKE IR, T CT FIFEIkE R SRR e, M2 PTTM (A, PTTM LR, %
SRG. WL, RS HREEIT TR, FUBHE. WPREE R R R IR, S BRI I,
TR, SaEhUs

ePO-123

REER AR AR 4L E R RALHIRS

AR HER. Xk, st
VUMK 2 4P B e

B LT4eqb 2 —Fh Ui RE S SORE 05 WURGET 24 i 7 v AL AN 4n iR 41 25 P FE AR R
B BEAFAE A2 1 () PRI R . AR I ET 4EAL FOIR AORER B0 e V5 J8 S A G = 2 Pl i
Wi EE VI, AR ERR S AE, W RANIRZE . B ERTERTEL WAL, DA ARE
R, AL . T NFR TR ERIRIA . 2019 EZ P E £ 05 B R IR E ) R R
AL P BRI IZ Wb AE) , B S TR R I AT 44 8 WAIERY 5 Fl,  BURH R MGIE . il =R IE |
J SRR UE . FRIBAEGHEIE) M UE(GRUE) . 20 RHEER B H B R M EAE (EivEng) , BA
AR T FIIME S 2 k. T3 AR B0 YT 1 2 BIE RO SR MIE, 54 44k =
WEEIZWIAB T & o BIRATIE B AL iz T Biia i 4F 44k e, DABON It A 4E 4k i R 24
BITREEHE T S E G L.

FiE 1. RAAE WK E RS/ RUR A4 R N sh ey, I DL B AR Bz K3tk
TP A RRIT 4R 2. @I AR B IR 4 &2 A 4e U ¢ B3Rk DL &I
Y IR o B A B AR AT B R A AR 8 25 3800

2. EEURIEIEAG AT AR NIH/3T3. N JEl 4T 4E 40 i HPF AR T v 3 i b 7 4 i AS49 #4)
TR AR SN IR Y, I AN BB AE . AT RS AN AT ZE A A O B (R R S S0 40 il 2 R R
FER T %) TGF-B1 SR 4T 4 4 B 448 6 A R0 7 24 i 1) 78 Jo e e o 4 A

R 1. BREN T 14 KIS 2R 7 RIGTT 45 2535 0] LA SRR £ 44 /N R i 5 R 4L,
A0 /)N B 2E 2R 2 R A0 45 RN G B O 35 SR Al /S RSB ZH 2R R 3 A, R4zl 4H27 Collagen
[ . a-SMA. E-cadherin 1 Vimentin £ #4555 DL & P-Smad2/3 Z5i@ ik iR &Ik .

2. R T T LA RANH] TGF-B1 W53 A 4E 40 NIH/3T3 Hil HPF B3G5, JF FEACAHH
KiFkFMEA Collagen | .« a-SMA FLERE & A P-Smad2/3 ik,
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3. WS Iz v DA ENH TGF-B1 i 31 L 4/l AS49 s ALER, H LA L Rz 4np
bri& [ E-cadherin ik, KA 72 A A& & [ Fibronectin, Vimentin 1314 .

g R Y7 ] DA R BUG YT TR E RS R /N R AR 4E 4k, LML AT e A d ik BH My
TGF-B1 {55 MM BT 4EAn SR A3 AE Gk, R0 HE b R AR R e tb . 25 BRTIR, SHESkE
K Him BB i A 4efb e, Bt R salfERADN, KB BT NIl 440 il K6
SRR R ik B, PR T8 IR R A -

ePO-124

— B FHR RS T HRERABENRIS ZB;

ZFIRAA. A
HETH— NRER

B B — 151 U R 18 4 45 5 £ i s R i S TR 2

Frig BRI 4 AT NBEs B ABERT 4 H JEHH RS R H B WTZ . %o,
PEA e, T IUICT B, AR EN A N EE, g2 T 4 B R B, SRR A Sk A R N
JE AR, ATR S g R SR, LA TR, FIREE T . AR E (RCEMZ LG TR M
Bz, R "2WitE B giZiayT 20 K, BFE M SN, MEFRIE 2, SO R KB,
B NI

BB BE LR BEHEE, WAL, BT LUS Witk SL 45 4% 167 5 e IR T i
IR IS K S O BR BIRAGE RS TC IR . AiA% . AR G s BRI R e S S O D REAN 4T,
A& H e EREAERT. 583% CRP 37.74mg/ml, PCT. BNP. cTNI IE#3JEH, ESR 63mm/h,
fii7K ADA 15u/L. X-pert JHE; flidr: CA125 339.21U/ml; i CT: XUMTRIESERLR . BUESE Y
Ib, A B OERBNE. IR Puik. R, TR G,
15 APERZIRIT 250, FIRBEOIE G AR ARA B CRSRITE, BKEARRIL, 8
KEHAT 5% 800-1000ml, EFLEEFRE. PET-CT /O EARM R E,; EHnHiliEsSEhiR /NS 15,
1722 F Ji 28 A, 08 R AR O B s PO VL UK R A 2N P e AT e R RE B 1y, R BB IR R 2T 44k, i
B R T, HUTE Ik EL 4 IR

GER HENE LR, 2B AE RO EE, R&EZ4 10mm. HESH: 458
OIS, TORFIMA”, RFEGORHNATREE (&), RAERE: GO, IRmKELE)
b R REAN RS R . R BRSSOk

SE XU RIS M 5 1 R o s B A i ) Ay B, AT S W B S AR T a R, R — P e A
AHEA K AR, WL T RE ISR OB, AT IR AR 1] R R AN B 22 3 R s AR
RACKERERZ FEMGEE O, FIEROETFKRZR, REBEA, Wi HIMEK. T
K P S5 R B

itz sl Rg LRI T, O L =&Y TR ZEH, O Tk R A R,
DR TR WM EEOER 2RI T EEMN, ZRBERW. TEFKEERI . &
FAR. REAMAE. BERRES.

A5 £ 2 AE KU R 2 465 5 A I B i ARV Sl _ B2 e B EE R T R, BB R T AT TR
HIVENCH, (HEREEGTARIRE NSS4 2 O a R e, @ thirrskE )G,
SR A& R 2] TR A
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ePO-125
HERAEIBLEE 1-10 EMALEN R FERE L PR
RILL

XpE L eI 2. HRRA%E 2, 1ETE 2
1. BEMIREE

2. S NS B o R

HH W% HDACL1-10 7Efifi4t4ifb b 57 (8] 70 S A R R AR A 3A, SRl 28 2 A ) ol P Ml 9 =48
IR TT#E P o

JiiE RASELS: R TGF-B1 BN R L4l (LLC) MR- et iy . i ik Seps
R4 sk /2 v (Real-time polymerase chain reaction, PCR)FIE [ % EliZF (Western blot, WB)

FiAR, &l 1. 1128 HDACs (HDAC1-10) &R s KPR ER F /KR IE R . IR SEEe:
12 H C57 /MR (MERER-2E) BENLIY S Adt IR AR A, Ho R 20 /N BT U TN TR B
K, IE 28 KREHUMALEIT PCR K& WB 256, 2 Akt I SHE R A fFHLh 1. 1 2K
HDACs (HDAC1-10) 25 K 4% /KPRl E KPR IS AR

ZER IRAPSEEG . SRR, A4 d HDAC4A. HDAC 5. HDAC 7. HDAC 9 ik &4,

HDAC1. HDAC 2. HDAC 3. HDAC 6. HDAC 8. HDAC 10 #ikTl&. Hrd HDAC2 f{#is%As
i (P<0.01) , ZRASITFE L. HNSKGIGIUE T HDAC2 TR/ LG IR IE T E Y
RANSEEG—3 (P<0.001) .

ZE (ERRAYEAL bR 78 i Ak i fE T, HDAC4. HDAC 5. HDAC 7. HDAC 9 Fik &4,

HDAC1. HDAC 2. HDAC 3. HDAC 6. HDAC 8. HDAC 10 #ikTl&. Hr HDAC2 f{#is%As
AEARIN . ARAMSEIG R I B 52, AT RE R 5 S N B I

ePO-126
GC-1 alleviates acute lung injury through epigenetical
regulation of M1 macrophage polarization

Bin Li,Lan Wan,Ruoyu Duan,Zhihua Ji,Wanyu He,Jingyi Liu,Xiaoyue Pan,Yanling Zhou,Guoying Yu
State Key Laboratory of Cell Differentiation and Regulation, Henan International Joint Laboratory of Pulmonary
Fibrosis, Henan Center for Outstanding Overseas Scientists of Organ Fibrosis, Institute of Biomedical Science,

College of Life Science, Henan Normal university

Objective Acute lung injury (ALl)/acute respiratory distress syndrome (ARDS) is an acute
respiratory system disease characterized by acute and progressive hypoxic respiratory failure
caused by various non-cardiogenic pulmonary and extrapulmonary pathogenic factors.
ALI/ARDS accounts for more than 10% of all intensive care unit admissions, with a mortality rate
of up to 60%. In the recent COVID-19 pandemic, cytokine storms and immune cell network
disorders in ALI/ARDS are important factors leading to organ damage and the severity of
COVID-19. Studies have found that thyroid hormone administration improves lung function in
patients with severe ALI/ARDS. Our previous research also confirmed that nebulized T3 and
thyroid hormone receptor TRB1 activator GC-1 treatment could significantly reduce bleomycin
and high oxygen-induced mouse lung epithelial cell damage. Macrophages are the first line of
defense to protect the body from external damage, and play a key role in regulating the
body&#39;s natural immune response. However, the effects and mechanisms of thyroid
hormones and GC-1 on macrophages in ALI/ARDS are not clear. In this study, we will explore
the effect of GC-1 on macrophage polarization in ALI and its molecular mechanism.

Methods The ALI mouse model was constructed by inducing C57BL/6 mice with LPS, HCI, and
bleomycin. The therapeutic effect of GC-1 on the ALl mouse model was evaluated from the
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aspects of lung histology, BAL fluid cell smear, BAL fluid IL-18 and TNF-a concentration, and
alveolar fluid clearance rate. At the same time, the macrophage injury model in vitro was
constructed by treating human THP-1 cells with LPS and PMA, and the effects of GC-1 on M1
macrophage polarization and the DNMT3b-PPARy-NF-kB signaling pathway were detected by
FCM, WB, IF, and ELISA.

Results In the ALI mouse model, GC-1 significantly reduced lung tissue damage, neutrophil
infiltration, and IL-1B and TNF-a levels caused by LPS, HCI, and bleomycin, and increased the
mouse alveolar fluid clearance rate. In the THP-1 cell model, FCM and WB results confirmed that
GC-1 reduced the number of CD11b*CD86*M1 macrophages induced by LPS, and inhibited the
expression of M1 macrophage markers such as IL-13, IL-6, and HMGB1. Immunohistochemical
staining results of the ALI mouse model also confirmed that GC-1 significantly inhibited the
number of CD11b*CD86*M1 macrophages in the mouse lung. However, interestingly, we found
that GC-1 did not increase the number of CD11b*CD206*M2 macrophages in the ALI mouse and
THP-1 cell models. At the molecular level, first, IF, gPCR, and WB results confirmed that GC-1
epigenetically regulate the expression of PPARy by reducing the expression of DNA
methyltransferase DNMT3b. Secondly, GC-1 reduced the phosphorylation of NF-kB and the
expression of multiple M1 macrophage markers by increasing the expression of PPARYy, and
inhibited LPS-induced macrophage polarization towards pro-inflammatory M1 phenotype. The
PPARYy inhibitor GW9662 counteracted the effect of GC-1. At the same time, we used the DNA
methyltransferase inhibitor 5-Azacytidine to treat the ALI mouse and THP-1 cell models, and the
experimental results confirmed that 5-Azacytidine treatment had similar effects to GC-1.
Collectively, these in vitro and in vivo findings validated the inhibitory effect of GC-1 on
macrophage polarization towards pro-inflammatory M1 phenotype during ALI, plausibly mediated
by DNMT3b-PPARY-NF-kB signaling pathway. Conversely, no discernible impact of GC-1 was
observed on M2 macrophage polarization in ALL.

Conclusion GC-1 effectively impeded macrophage polarization towards the pro-inflammatory
M1 phenotype via the DNMT3b-PPARy-NF-kB signaling pathway, demonstrating promising
therapeutic potential for acute lung injury. This may represent a novel treatment strategy for
ALI/ARDS.

eP0O-127
EFMATFEMAR HRCT 454 CD4+ T KB 4afa 8t
BEME AT

XUFRIE 5KpE. BHEL. A, i, SKR
TR = 2 e i s = e

B B [B] BT FT # T % (pneumocystispneumonia, PCP) 5 3 I1fi R K BAA% 5 R, 43 bt 55 B il I
¥ X A 2 He(low attenuation areas volume percentage, LAA). CD4+ T ibk 4 i+%0 /%
FERERE PPIRATUAR BT IR R B AR M, B 6t ERE PCP [ 2 W R A2 16 KF

Fik BIEE S HT 2019 ££-2023 4E AN(EFPE ICU (1) 60 ] PCP &3 HRCT ZRIIF#T R, 15
H A LAAME, [FIRS PCP [ F Y3 T4 Il CD4+ T ik 44Xt 14, FHguitHrpmal
LR SRA S EA TN A

R (L 7 s RARE CT RIUK I BR8N 25 4, (85 24 13 5], seA8 R 2 4] i< 5%
RER 3FIRAT 17 B, IGPRIG . 46 ], FHrb B g o 1 A T4 3E BN a) 32d, (8] AR S 3
Y1436 J A TR] 76d, 7R A 234096 A TE] 49d.

(2)E#FH KA PCP ] CD4+ T itk A iH 5022 = G i 8 L (F=8.974,P<0.05). #—LMMLLEL,
BRI F ALY CD4

+ T R AR T 2o I 8. s R AR A 1 (P<0.05) .
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(3) HBHEFZM PCP pyfifint LAA fEZE 5B it 5= X (F=3.717,P<0.05) . i#F— 0P buise, B3 1
R LAA B T 18] 5 BUATE & 8L (P<0.05), L ZE 7/ LAA {f & T 17) 5 74 (P<0.05) .
(4)PCP i£:3 CDA+ T WhEL 4 THEL. LAA MBI 5 i38 WP A Jl B I R 5 TR AR e
S0 Il 71 & HRCT AN [FI AL O HIWT I PR TG B — e RO SRig B R . A S1EK
i S BE B PR MRS IR S DU B N A PCP UGS B4 HRCT 5 LAA {f R DAYE fi 5 A 4
AL B T TRE, 454 CD4+ T #RE4Ufut-$nT Fifh EAE PCP B MiThAe S PIRAS, AR
B, HLAETE A BT AL

eP0O-128
Tetrandrine Attenuates Pulmonary Fibrosis By Inhibiting
Alveolar Type 2 Cells (AT2) Senescence Through
Regulation Of Mitophagy

Lanhe Chu,Weimou Chen,Jinzhong Zhuo,Hangming Dong
Nanfang Hospital of Southern Medical University

Objective Idiopathic pulmonary fibrosis (IPF) is a chronic progressive iterstitial lung disease of
unknown etiology, characterized by alveolar epithelial cell damage, fibroblast activation and
proliferation, and abnormal deposition ofextracellular matrix. AT2 Cell senescence is an early
initiating factor in the development of pulmonary fibrosis, and impaired mitochondrial autophagy
is a characteristic feature of cellular senescence. Tetrandrine is a natural drug extracted from the
plant anbanzhi, which has a wide range of biological activities and phamacological ffects. The
aim of this study is to reveal the role of Tetrandrine in anti-pulmonary fibrosis and its mechanism,
and to provide new drug candidates for the early prevention and treatment of pulmonary fibrosis
and slow down the progression of idiopathic pulmonary fibrosis.

Methods Mouse model of pulmonary fibrosis was constructed by tracheal drip injection of
bleomycin, and continuous intraperitoneal injection of Tetrandrine was started on day 8 after
moulding.The effect of Tetrandrine on lung fibrosis and AT2 cell senescence was assessed by
HE,Masson,immunohistochemistry,immunofluorescence,Westernblot,q-PCR,B-galactosidase
staining and siRNA.

Results HE,Masson staining and Western blot showed that,compared with bleomycin group,the
intervention of Tetrandrine could effectively inhibit collagen deposition and alleviate bleomycin-
induced lung fibrosis in mice; immunohistochemical staining,Western blot and
immunofluorescence co-localization suggested that Tetrandrine could effectively reduce the
expression of P16 and P21 and inhibit the development of senescence in AT2 cells.The results
showed that Tetrandrine could effectively reduce the expression of P16 and P21 and inhibit AT2
cell senescence.At the same time, Tetrandrine can significantly promote the expression of
PINK1,Parkin,LC3 and other mitochondrial autophagy-related proteins, enhance the level of
mitophagy, and inhibit the production of mitROS;in addition, knockdown of PINK1,or Inhibition of
mitophagy with mitochondrial autophagy inhibitors eliminates the inhibition of Tetrandrine.The
mitochondrial oxidative stress scavenger mitotempo promoted the expression of mitochondrial
autophagy-related proteins such as PINK1,Parkin and LC3,and inhibited the expression of
senescence-related proteins such as P16 and P21 in AT2 cells.This suggests that mitotempo
may promote mitophagy by affecting the mitochondrial oxidative stress (mitROS) impaired
mitotophagy loop,thereby inhibiting the senescence of AT2 cells and thus delaying the
development of lung fibrosis.

Conclusion Tetrandrine can effectively reduce fibroblast activation and collagen deposition in
lung tissue and inhibit the development of bleomycin-induced pulmonary fibrosis in mice.The
mechanism may be through regulating the impaired mitochondrial oxidative stress (mitROS)-
mitophagy loop in AT2 cells and promoting PINK1-Parkin dependent mitophagy,thereby inhibiting
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AT2 senescence. Tetrandrine may become a novel traditional Chinese medicine against
pulmonary fibrosis.

ePO-129
8] B4 Ab 9 & b 728 2B & BV Il PR S 4iE
yﬁﬁa?ﬁ%fﬁ@@%
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B, TR Ik 2 A T e T TR B A R B e AR LU B Siit e 22 R (P<0.0D) 5 5
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ePO-130
BB [6) B 4B RIS CD147 S AR HEMME S S 4L

AR XK 2, AR BSE . R EAME L BURTR Y RIKGE T REME L, a2
1. He P RO RIBF IR 2 PR I AN B e
2. SRR A [FIBF R A B B A 2 27 B

H B R0 i R] i 4R (pleural mesothelial cell, PMCs) X fili sl £ 440 Mo r 520, Ko HLAE B2 4
R E S, NS4 2 ia SR HhHr 138 .

Tk 1. PRSP RE TR ) B A f . Bl AT AR 2. B ECSRE R A S D RN A 4efeiay; 3.
Western blot ol 40 g 4 25 1 Rk, BRI %)%t k4% (enzyme linked immunosorbent assay,
ELISA) failll PMCs 4 fia#h 2L 51 4 )& 55 B 5 S+ (extracellular matrix metalloproteinase
inducer, CD147/EMMPRIN) )& &; 4. FIH CD147 HAIHUAT Fil, WME PMCs 215 773X il
FRETAEAN M 73 WA A0 B AN SR A5 s 4. CD 147 HORIHT AR T TR 55 2 T 10/ BRI £F A A 2
3 1. Western blot /5l &% 3, PMCs 4iiifg A AT LAFRIE CD147, HERE R T M40 CD147
M4 Re 2. ELISA IS5 RE W PMCs mI LAy CD147, HIERE R (L i/ EM; 3.
CD147 FFIgfR el LA PMCs 25115 7758 5 B (il s 4F 4E 41 i a-SMA Rl collagen-I (3R IA L 1f;
4. ZhPR FR I 4 A ) CD147 AT ARk B 2 51 L I/ U £F4E4L
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251 PMCs /-4 ) CD147 A LS AT BT 440 s 4L, collagen- T & EIN, A (L4 fE
PR BT CD147 55 %t Rk 3R SRR K 21 4E AL A ) 2R

ePO-131

Prog 12, FOLOE 2. X2 2 FE M, £IO06?
1A R R R
2. AR MY E AL h BE R Bt

B B K PREAR A RN BT 73, 430 C I N8R (-5 18]S P A 9 22 [0 7 1) IR SR S Bk
FriE C N AR B SRR T 4 FE R A GBI 72 (Genome-wide association study, GWAS) &
HHRE, B 204 402 BIFEA; [A]F MM 20 K IR T FinnGen A FEAFE, 145 198 955 i
FEA . BEMLIY T Z AL (Inverse variance weighting, VW) 2K B¢ 2000 EE 0, MR-
Egger 1 Weighted median £ N E %3 #r. K Cochran Q #:%:. MR-Egger #FEH%. MR-
PRESSO A1 — 43 b AT JUAtE 437 o

g RS C RMNEAMKTATE 57 4, SFEATAE/REHLAL MR C N A -5 5
PR 2 IAAEAE BRI R 2 &, IVW A (OR=1.258; 95%CI=1.027-1.540) ; P = 0.026<
0.05) . MR Egger (OR=1.444; 95%Cl=1.077-1.935; P = 0.017<<0.05) #I Weighted median
(OR=1.380; 95%CI=1.023-1.863; P =0.035<<0.05) =F%E R —5, iF# C kMEATEEE
ARSI KB 3 iy, AR IER R E R

g0 AR GAEREEYLIT AR C N H 5 I Z 2 A IER SRR R, $R7E C R
EEN R, A B R DM 0 R S ) 3 s, A BT TR ST e e R R ST A
69T o

ePO-132

UERAEZRAOAELS TR 1 GIHCER 4T

fie SANNUE
WHLEERE

B ASCELHRGER 141 40 2 BIEGE, F“RIK 100G ek 1 A AR, JEs CT W 2k
FEREE T A RRAR SO, s S I FED =A% I, 1R CT Sk, wWIZKIK
WS, wREMan, bl AE NS S T A SCUE I IOERE (EBUS-TBNA) B4k
TR E, BCONE TR AR E R, DRSS TR (CS) B EM A, TR K R
FNGIT A, BN, HATUSERE U T, DUIER &l RS AR X 5w AN R

FiE ATENAGL . AR B AE SRS W A5 TR KRS

SR TRER K MHIFNGIT G, BEIRGM, H AT 7ERE D+

S50 LB BIbT, ImR B A T CLE O 1 R R I E A0 AR R O BRI,
J3i 25 FEH] CS MR .
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eP0O-133
Baricitinib improves pulmonary fibrosis in mice with
rheumatoid arthritis-associated interstitial lung disease by
inhibiting the Jak2/Stat3 signaling pathway

Hongli Liu,Yan Yang,Jie Zhang,Xuelin Li
Chongging General Hospital

Objective In rheumatoid arthritis, baricitinib is an FDA-approved therapeutic agent. The objective
of this study was to clarify the improvement of baricitinib on pulmonary fibrosis and the possible
mechanism of its occurrence in a mouse model of bovine type Il collagen-induced rheumatoid
arthritis combined with interstitial lung disease.

Methods In vivo, DBA/1L mice were randomly divided into control and model
groups.The model mice received Freund&#39;s adjuvant completeand Freund&#39;s incomplete
adjuvant emulsified bovine collagen type Il to establish the CIA mouse model. After model
establishment, the model group was divided into two groups with similar arthritis scores (model
and intervention groups).The control and model groups received saline gavage and the
intervention group received baricitinib gavage. In vitro, HLFs at passages 3-5 were obtained,
siRNA JAK2 and lentiviral vectors were transfected with HLF cells to downregulate and
overexpress the JAK2 gene. H&E and MASSON staining was performed on lung tissues to
observe histological changes. Immunohistofluorescence was used to stain lung tissue sections
for p-JAK2 expression. The expression levels of Jak1-3, SMA, FN, Coll and Col4 genes in the
lung tissues of the modal mice were detected by RT-gPCR.Western blot was used to detect SMA,
TGFBR2, FN, Col IV, JAK2, p-JAK2, STAT3, p-STAT3, Smad3 and p-Smad3 protein levels in
lung tissue and HLF cells of each group of mice. Scratch assay was observed the migration
ability of HLF cells.

Results In vivo, baricitinib intervention reduced the arthritis score compared to the model group.
Pathology revealed massive inflammatory cell infiltration and septal thickening in the alveoli and
alveolar septa of the model group, and increased collagen deposition around the vessels and
alveolar walls, which were reduced after baricitinib intervention. The deposition of p-jak2 in lung
tissue was reduced in the intervention group compared with the model group in
immunofluorescence.RT-qPCR results showed that Jak1/2 mRNA levels were consistently high
throughout the RA-ILD modeling process. The levels of TGFBR2, FN, SMA, JAK2, p-JAK2, p-
STAT3 and p-Smad3 proteins were significantly increased in lung tissues of mice in the modeling
group compared with the control group (p<0.05); the levels of the above proteins were
significantly decreased after baricitinib intervention compared with the modeling group (p<0.05).
In vitro, siRNA significantly decreased the expression of SMA , TGFBR2, COL4, FN, p-JAK2, p-
STAT3 and p-Smad proteins after down-regulation of JAK2 gene in HLF (p<0.05); while infection
with lentivirus expressing JAK2 gene significantly increased the expression levels of the above
proteins (p<0.05); compared with the control group , the migratory ability of HLF was significantly
enhanced in the model group, while baricitinib significantly inhibited the migration of such cells.
Conclusion Baricitinib alleviated fibrosis in the lung tissue of Rheumatoid arthritis-associated
interstitial lung disease mice, and the mechanism of action may involve the downregulation of
Smad3 expression via inhibition of the Jak2/Stat3 signaling pathway, with consequent inhibition
of the profibrotic effect of transforming growth factor-g1.
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eP0O-134
Pirfenidone and nintedanib attenuate pulmonary fibrosis in
mice by inhibiting the expression of JAK2

Yan Yang,xinmeng wang,jie zhang
Chongging General Hospital

Objective To investigate the mechanism of action of pirfenidone and nintedanib in bleomycin-
induced pulmonary fibrosis in mice.

Methods This experiment was divided into in vivo and in vitro experiments. For the in vivo
experiment, 40 female C57BL/6 mice were randomly divided into four groups: control group,
bleomycin group, pirfenidone group, and nintedanib group. A mouse model of pulmonary fibrosis
was established by intratracheal drip bleomycin administration, and the mice were anesthetized
and executed by gavage at one-day intervals from the third day until the 28th day, and lung
tissues and peripheral plasma were collected. 28 days later, HE staining and Masson staining
were started to observe the degree of lung inflammation and fibrosis, and the enzyme-linked
immunosorbent assay was used to detect TGF-1, SP -A, SP-D and KL-6 in peripheral plasma of
mice, p-JAK2 expression in lung tissue by immunofluorescence, and TGF-f1, a-SMA, Fn, JAK2,
p-JAK2, STAT3, p-STAT3 protein expression by Western Blot. For in vitro experiments, mouse
lung epithelial cells (MLE12) were cultured and MLE12 cells were stimulated with TGF-1 and
intervened with TGF-B1 receptor inhibitor and si-JAK2, pirfenidone and nintedanib, respectively,
and Western Blot detected TGF-B1, a-SMA, Fn, JAK2, p-JAK2, STAT3, p-STAT3 protein
expression levels.

Results The in vivo experiments in this study detected biomarkers (KL-6 , SP-A and SP-D) in the
plasma of mice by Elisa assay, and found that the expression of these markers was significantly
lower in the intervention of pirfenidone and nintedanib compared to the model group, suggesting
that these biomarkers may be used as indicators for the observation of the efficacy of IPF
patients. Secondly, we found that pirfenidone and nintedanib significantly improved the extent of
bleomycin-induced pulmonary fibrosis by observing HE and Masson staining of lung tissue in
each group of mice. Then we also found in immunofluorescence that p-JAK2 expression was
increased in lung tissues of mice in the model group and the fluorescence was mainly localized
in the nucleus, however, the fluorescence signal of p-JAK2 could be attenuated less after
pirfenidone and nintedanib intervention. In vitro studies in the present study confirmed that
pirfenidone and nintedanib significantly reduced JAK2/p-JAK2 expression in mouse lung tissue
and MLE12 cells, possibly by inhibiting the transforming growth factor-B (TGF-B) receptor to
downregulate JAK2 phosphorylation and reduce p-JAK2 entry into the nucleus. Conversely,
inhibition of JAK2 expression greatly reduced the expression of TGF-B receptors and SMA, a
marker of myofibroblast activation.

Conclusion In summary, TGF-B1 can promote JAK2 phosphorylation, and when the
TGFB1/TGFBR signaling pathway is blocked, JAK2 phosphorylation is also inhibited, which may
be one of the anti-fibrotic mechanisms of pirfenidone and nintedanib. Interestingly, if the
expression of JAK2 was downregulated, the expression of TGFBR2 as well as SMA was likewise
significantly reduced. It suggests that inhibition of JAK2 expression can also in turn affect the
TGFB1 signaling pathway, further inhibiting the occurrence of EMT and fibrosis. It is speculated
that there may be an interaction between two signaling pathways, JAK2 and TGF-B1, which
provides a new idea for the treatment of pulmonary fibrosis disease.
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ePO-135

HIF-1a @3 PI3K/Akt BB S S84

TilE .
RIEBERLR I 57— BB

BB kil 2T 481k (Idiopathic pulmonary fibrosis, |PF) 2 18 P4 35 47 14 42 % AH 5% i1 1] J55 1 i 9
(Idiopathic pulmonary fibrosis, ILD), # ILD f&# WEIE, MR &E™H., HRRZ K —FREA,
o BRI RIS SR A LR b, DARFWR IR . = T3 A%RHIE . FRmBILAR A 58 205 48
AW FALEE A YE BT, BEAmE R EENT IPE Bkt R Ao, AR 8 seah ot — A
A549 fiifi b AEAH A R T PIBKIAKt IE B E L E R, DUATE#E— DR R IPF 2 i fliG T i B
WHA.

J7 M NCBI A FEEE B e o 2% 7 AR Il L R s, R Al 79 4 2 R o 4 4
)22 S Fi5 3 F (differentially expressed genes, DEGs)#EAT 0 #r, ¥ LA L3k DEGs 28T
GO M1 KEGG & &4 #r, Wt IPF 3L R ThaeIEES . &5, 1E A549 it b rE4uf gt —
SO ST B LB AR . B cocl2 BB ECIRES, # LA KT (transforming growth factor-B,
TGF-B)MEM£F4Efk EMT Zftisty, F CCK-8 K4 fuif®, ELISA Rl &4 % K ¥ IL-6 &
iAfENL,  western blot FlH S ek & 2H HIF-a. b Rz 1A 78 i A A S 2 [ vimentin F1 a-SMA,
HEAHOCEE P62 Al LC3II/ 1+ DAAIEREEE H p-AKT A5 AKT L & ERIEE L.

R S5IEREMALUE, SUER IPF 23R DEGs 5 21 4~. I+ HIL[F DEGs 1) KEGG
T E SRR, OSA il IPF 3L R 2 F 2 S T PISK-AKT {5585 @M. [FR, S
IR, MY HIF-a K& T, A549 fiti b FEI I SR, RAERF IL-6. EMT K&
4 vimentin il a-SMA, EWASEH P62 1 LC311/ 1« LLAEIKE A p-AKT A5 AKT Hil %
I8 E I IN(P<0.05). #ii] PIBK/AKt {55 1HE4f5, A549 Jili b AN HIF-a RiEED>, WE T3
BREZ BIINH] ) E BRI, JRRRKT EMT A5 E a-SMA 1 vimentin [k .

58 IR AB49 fili b 41 EMT SN FE it Rl ZR . PIBK/AKt [ I8 i 75 L 4 i B £

ePO-136
Rk RHATT SMARCAS Sheese eIk NARRBF R R L PD-1
SEFF R MR

AL
FWARTTEER (RGOS M s AR 77 B2 e )

HH® A 73-year-old man who was diagnosed with SMARCA4-mutant advanced lung
adenocarcinoma. R The patient’s clinical condition deteriorated and he was diagnosed with
immune checkpoint inhibitor (ICI)- associated pneumonia. Thus, the combination regimen was
discontinued, corticosteroid therapy was administered according to guidelines, and nintedanib
was added, given that interstitial abnormalities were observed on chest computed tomography
(CT).

J7¥: In addition to the standard chemotherapy regimens, programmed cell death protein 1 (PD-1)
inhibitors were administered. After three cycles of combination therapy, the focus of the primary
lung tumor shrunk evidently, but radiological interstitial abnormalities emerged in the basal and
subpleural areas of the bilateral lungs.

258 The case of a patient with SMARCA4-mutant NSCLC, which is generally considered to be
associated with a poor prognosis owing to a lack of effective treatments. The patient responded
favorably to initial combination therapy with ICls, although he subsequently developed immune-
related adverse events.
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Z5#% Nintedanib was benefificial for the treatment of immune-related lung injury and showed
potential anti-tumor effects

ePO-137

P [ 2R B M B2 2 B 1 1) JBR M il ¢ 5 ES SR Y 5 1SS B

HRH 3L
R H AR ITBRRE (IR RSB AR O BE B )

B R P ] SRR 2 (LIPS —Fh BRIk B 40 M 3G 5 P05, FLARRAE A2 90k B2 4 B 0 S 41 g
TERBFRIE . 2013 4F ATS fil ERS S H) IP 43251, 5 LIP NI IP. {H57EE R &
FEARFH G LIP B MW s R B 26, TR R PE R BRI T F 70 v B 6 SLEAT R o I PR e
AT W K %2 W

Fr Wi 6 H, MRS 1 R733 B EE, 4 SRIE, WIKILENNIRIT. — X
HABFFAR G KFR AT A2 W .

gE R Rt R R BRI B, WIS RN N, AR, HZGNRIRIE, AT Ik R A R
I 0 P DL YR R 2 PR R 5 I B R AN B URR, 2 RS b L 0 A e ) o 1 il %

g5 ZRR BRI A B T2 ER A LIP, (B Bk A T HoR AT Re e
M5 715 o B S [ PR AR R 100 BSAEG TR AK B 1 I PRI A A 2 B8 ALLIbR 18 A MR g o« I 2 2R %
PEALSAE TR AT AR B X 53 LIP Hhibk 4T A 1) 22 o -5 ST e e g R 5 ) o 28 9 o b
B A A

ePO-138

70 FR 4T 20 B R 3R e 44 BR 14 i 18] R ek i R4S AIE A T e 534

RICHE, FMIT. AR BEERE . TKIE. PG A
o [ R 2 A e G B AT B

B S ms R (LD BF A Mg sk gn e piik C(ANCA) FHME, BHE4k K
TRME F2ME KA ILD (MPA-ILD) ARG ANCA BHM: il A& 1 18] 5 PE il 46 [ANCA(+)-
IP]. AWFFEH) H A REIRE MPA-ILD 1 ANCA(+)-IP 54546 4 405 A 5= il 1) 5% (CTD-ILD)
HA B SRR R BN % QOPAF) DU R MR BN 2 QIP) BIRFE AR R,

Jrig AWFFEEITE AT T 2012 4F 1 A E 2021 4F 12 AEE2 TALR I AIER K ILD B3 . i
MPA-ILD 1 ANCA-IIP 5 CTD-ILD. IPAF LK IIP ZEIGIREFE . IR =M A, A% 1697 )5 itiTh
Re BN MIERZES (B D .

g JLag N 951 5] ILD H#, Hrh CTD-ILD 41 393 #i, IPAF 4l 147 i, MPA-ILD58 3,
ANCA-IIP 4 24 %1, IIP 41 329 #i, BFEViit[A] 34.00 (13.00, 58.00) H, JET- 123 5| (123/951,
12.9%) . F1 CTD-ILD 441 IPAF ZHAHEL, MPA-ILD RFER EE (hA4ER 7N 62.50 %,
56 %, 54 %; P<<0.001) . SYELLHIEE S (43518 48.3%, 27.0%, 32.7%, P<0.05) . MPA-
ILD B RALLH. SAERF (A4, myt. B C kMEA) ¥ET5 CTD-ILD 4. 1P 4
(P<0.001) . V&J7 14E)5, IPAF4l. CTD-ILD 41. IIP 4. MPA-ILD 41. ANCA-IIP L fftiThfe
(%5 FEV1. FVC. TLC #1 DLCO) (hTiitE & 7 LAl Ja 2 (A S I KBS (B 2) , H
ANCA(+)-IIP dfiThREE %Y IPAF ARG St % 2R (P=0.002) . 5 FAKEITIRMKIX
9 MPA-ILD 41 24.1%. ANCA-IIP 41 20.8%. IIP 41 19.5%. IPAF 41 7.5%. CTD-ILD 4 7.4%,
Hr MPA-ILD 4 A1 CTD-ILD 4% A B (P<<0.001) . Kaplan-Meier [ffiZk MPA-ILD 1
Al ANCA-IIP 5 1IP HAAHEZRAL, B3 ZT IPAF 481 CTD-ILD 41 (& 3) , log-rank 5

116



v R 2 B L i e T 1) S A P 2 AR 2 WG

BonEfERA B ZR(P= 0.015). ZHE COX MG R, F. Bt MyT. Hohagd xR
FET B TR R 25

g 5 ANCA FHYER ILD 135 MPA-ILD Flsafifnyg ANCA FHPERT ILD, A[FF CTD-ILD #1
IPAF, HMiThaeE G MG L CTD-ILD 1 IPAF B2, M5 NP 28{l. S [a] 5l 28 g
HE A I7E ANCA FIF RN SAEHE, JF HARZBEIT R, Mk MPA-ILD LS4l if i
ANCA B ILD BE TG .

eP0O-139

A Br it f A mit i R E iR & s i LRAiE—»

ThEig. ER
AR = NREEBE

B A SCHRIE — 151 DATE] J53 14 0 5 908 s (R 9L & U 25 S e R B ROR &3, B EIR S AR 1Y
ZIRRETT.

Fi: VIR

BN 70 B B, KM, SN 3 H, NE 3 KT 2023.1.21 AMEREL. £#F 3 BuiEuis
MR, MR RE, B CT oRmiMiigi%, 2Willisk . PURgLiaIT L&, ARif< Ck
W4 : PH7.457, PO2 45.8mmHg, i CT 7= XU /R M a] F s AR . XUMIR iR, okt
& (ANA) 1 :463. WLEPUATEDT Jo-1 Hifk (+++) , #T Ro-52 fifk (+++) , HT MDAS BT,
WHRBERIZE, EWPiA KBS A IE. SR ME PRI R e . DINReEAR 4, 44T Raln
WHUAR BB S . DU, BERPIRIGIT, EAMES CT XU B, R 2 KIERHS
16, HEEOARFERETE 12mg tid. M2 WS 0.59 bid. ¥&4% 100mg bid. JEikEAi 150mg
bid, 2.14 FEiIREE CT B R4

TR

2023.3.20 HBHE MBI MG Wl S EHRANERE, S92 CRIRED : PH7.448, PO2
47.2mmHg, CRP42.1mg/L, PCT 12.1ng/ml, NT-proBNP176pg/ml, #atZiziAt:, Ma# CTx
W A R 1 1A o M s, AT R . 2 WA AE-CTD-ILD, 1Ff MYOACT4 %3, Mk CT Jzifi
ST ILD BERE . S TEIT WEPIR . PUBIRIT . 3.21 AR (AIRE 61%) -
PH7.396, PO2 43.8mmHg, A &f6% 71mmHg. FESEFLEEES NIV BB, FEr-FLE
SR EAITIREE S, KM mNGS, FEIHZEN PIP. CMV #idE, BAA T EIEHEXEIRIT,
SRR, VPG T 3.29 FFUAFFIR SR FIFIRER ISR . SN CT 4 a) 5 i 28 35 i BH
S, 4.20 LS00 CRIRED : PH7.422, PO2 71.9mmHg, iFfli CTD Zf#if ILD i&kr, T
2023.4.23 i, 4ERFHKJE e 16mg qd (2 561 )« F2EFE 100mg bid. JgikJéfi 150mg
bid, SMZ 1 A bid.

g8 i

2023.5.13 BEVIGE CT /Rl BEM ek, 5.17 S8 CRIED « PH7.379, PO2
96.9mmHg. 5.22 [t 6 4B AT IR 442m, OWIE 140 & EIAERE R )6 HE AL 98.45%.
6.8 [i#iijj 6 78047 550m.

ZE0 ASHH B IR R 1) 5 Bl s R TR PR AN DL ILD 29 ) CTD-ILD AT RE, SeENLRPUiRRE. Zhalk
WHEFR ] D IR2 A RE. KT AE-CTD-ILD 3, & SE ANV, HENC 22 XAF AT LK
WeROZ 2 B P BUN E] . R SE S AR . AE-CTD-ILD & 3 H YAG Jo - 309 St i B 52 11 45,
WRAER, s /), (Rt EE RS,
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ePO-140

SKHER d T Hippo-YAP [BS B L4

FHE. HEE. R
TLIF R R B2 Bt

B IBLF4Ett. (PF) S2— ZR A 57 o 4 0] Jo 1 Al TR 28R B O3S, DA SE ORI . 4l e Ah 22 T
L B AT 24 A R Aty b B A 3R R 3 O O R ERRAE . H AT ORI 200 £ A4 4G DL 1)
I, HA R LR R AT 4R (IPF) . IR REEE ST Hippo BT FHITAN, AMTRBLE
JEAE R B4tk S 50w & AR S Hippo VM. Hrb Hippo MR R E 2 1S
SHE M YAP #1025 511E Hippo il £ FhAEY22 ThRE MRS /0. S8R d(SSd) 2 Seiifie
B s s i — Fh gk . B PUAF4E. L. PUMIRSER . ABFFUhER SSd T Fifiti4f
AL INER, IR U It 2H 2R3 B 2 5 58 40 B o 1 RIS KT AR AL S il A7 4 Ak R I PR TR 97 BF 9
WREB T, $eft— e IR A,

Jri ¥ 96 FAHREEWE . AU E /N BRBENL 2 IR BEAYZH(BLM 4). SSd THid .
DXM T-¥ildl, M 24 X, @&H5ERE, SSd T4 RIERES SSd %l 2mg/kg, DXM T
TR AF R G e v S Hh ZEKAN TRV Smglkg, 25 AXTERZLAT BLM 4145 R 15 i v S A R AR R fr 26 2 6
K, FREE 28 Ko LA THAMES 7 1 4. 2 8 REGHLALIE 6 R/ HUNER 22 il
T HE. MASSON etz i ;7N A ti-80°C UKAEH A7 T Big B G ZEWR BTN 5 « 2K 3 S g B
TR SEG, Ll 2 28 ) 6] AR [F) B 1) B R Il 4F 4E 4k AH < Fe A% (@-SMAL COI-1). Hippo-YAP #fH 2R #x
(YAP. MST)RILiEH.

g8 iliZHZd a-SMA. COI-1. YAP. MST & [k 0

(1) a-SMA. COI-1: BLM £ 4k T a-SMA. COI-1 i 8] B 32148 3% & T 25 L IR
(P<0.05). SSd F1iZl5 BLM A HMAEZ S, HEAEEER BLM 4K(P<0.05), HE5
DXM FHM R TR EHZFR(P>0.05). (2) MST: BLM UM S T £k 3 RIFWE M, 7 KT
PRl HEgETE, £ 28 RUMETFaEAELA. SSd T-Hidls BLM 414G M HEAR L,
B H T RRE R EAL T BLM 41(P<0.05), H'5 DXM TSR E#E%EF(P>0.05). MS TEH
FERIEEN T IHR Mg, ANTEA T Hom Rk iz b I RE . (3) YAP:
BLM 41 YAP HIRIAH 3 KT Tt &, 28 Rik# s, HANEB YAP RIEREEHTEH
X HE2H(P<0.05). SSd Tzl BLM 4G 0[RS, (HHISFEEE BLM 41K (P<0.05), H
5 DXM TR B #HZEF(P>0.05). YAP 7E%5 [ ML B R IA e T i 20 2340 i 2 o
GG YAP R H AR B 2 %

ZEi8 1.Hippo-YAP {5 Sl % Al @it MST-YAP &2 R AR HE /N B 2T 4EAL 1 % 2

2. 558 K d AEIELE Tl Hippo-YAP 15 5 18 B 30 /0 i S /N BRI 4T AL RE RS o

ePO-141

SSd BT AP 4E L M EHE AR AN BB 4E LI R

WKL RPF2. B Y EHEH 2 R 2
1. TR R I e
2. VLI R MY I s

B R VERBET 4t (IPFD RIS FENL] H ATORIS BIE RERE, thBCA BT A R i 2T 4
WHRRITIT S T EGSE R T E R IR KRR P52, BATIRTUMIR S 2 258 EH] . SeW2 T d
(Saikosaponin d, SSd)ff: yfix B IEE AR, L AR 4L T RO fE T AN SE 4 B, (H
T AT AT eI A B ) ORI, DU AR TP A W A R B AWFFURTT SSd @it
Ang/Tie2 Ji % 19 il 214 A A8 A= 2k T4 s 2744

118



v R 2 B L i e T 1) S A P 2 AR 2 WG

THEH: ST KR (RAET) I H (SYSD2020010);  TL 75 K 2 B2 Z i 7] 61 5 R 4 30 H
(JDYY2023034)

FiE HERER (BLM) S/ RS IPF 8, % 96 2 Male C57BL/6 /MRFANL /T HK 4 4H:
Cont 4. BLM 4. SSd 4. DXM H; /NRIA SPF 2. ®H n=24 K. fE/NRAENTHE BLM
(5 mg/kg) 75 F I S A 48, AR ARMZYREafER . 2 aEEiiE5 3/7/114/128
KEEHLALIE 6 RN/ . i ELISA . Western Blot yEA I £F 44 AH e R T 1Rk . fuydifk
(IHC)F1 Western Blot A, il Ang/Tie2 il )3k .

iR (1) ELISA fl Western Blot i£H1, BLM 4/ BUMZH 2 53 3 bl - 44 A G H8 b7 HYPL Col-1
a-SMA T EMEE 3 KIFIEAEE 28 R EAW LFHEH . SSd 4F1 DXM ZH /N B &4 [ 1] 23 474 AR
KA FRILER BLM AT E, WA N RIZENFEG TR L (p<0.05).

(2) ELISA. Western Blot fl IHC 7%, BLM ZH/)NEUIZH 239 if 8 A2 BRAH G FE #R Ang-1. Ang-2.
Tie2 &/ 3. 7. 14, 28 REXTHRAAH L B E R M(P<0.01). SSd 49 =/ If 3 A= sioAH 5% 4
Fri& BB BLM 4187 298/0 (P <<0.05);  HLAT DXM VA7 41T T80 2 5 A 5. 3% (P>0.05)..

258 (1) SSd Al N Ang/Tie2 il i & A K 7 Ang-1. Ang-2. Tie2 [JFRik;

(2) SSd ] GEEE M i 8 A= B T T TR BLM 255 /08 BRI S RE AN At 47 44k

eP0O-142
Study on Methylation of m6A in Idiopathic Pulmonary
Fibrosis

Haitong Zhang?,Xiaodong Song?,Changjun Lv*
1. Binzhou Medical University hospital
2. Binzhou Medical University

Objective Idiopathic pulmonary fibrosis (IPF) is the most common idiopathic interstitial
pneumonia, the cause of which is not clear. It is usually considered as the result of the interaction
of many factors. In the past two decades, great progress has been made in determining the
biochemical, cellular and genetic mechanisms of IPF and related fibrosis diseases. More and
more studies show that m6A modification is involved in the occurrence and development of some
diseases. However, little is known about the mechanism of methylation modification of m6A in
pulmonary fibrosis. In this review, we summarized the latest progress of biological function of
m6A madification in pulmonary fibrosis diseases.

Methods We reviewed the latest research on methylation modification of m6A in IPF, and
provided clues for clinical diagnosis, prognosis and targeted drug development under the
background of new bioinformatics tools.

Results Methylation of m6A can mediate the stability of mMRNA and directly inhibit the translation
function of MRNA in pulmonary fibrosis.

Methylation of M6 a mainly inhibits the function of circRNA, but does not affect the expression
level of circRNA itself.

There are many reports on the regulation of IncRNA by m6A methylation modification in other
diseases, but it has not been reported in pulmonary fibrosis. Only in the existing reports, M6 a
methylation modification mostly increases the expression level of INcCRNA and increases the
stability of IncRNA.

The influence of M6 a methylation modification on miRNA is not directly on itself, but on its
precursor pri-miRNA.

Some SARS-CoV-2-related genes in IPF are widely regulated by m6A, and some immune cells
and SARS-CoV-2-related genes have a characteristic co-expression network, which is
considered to mediate the expression of methylation of

m6A in other RNA in IPF, and they can play an independent role and catalyze m6A to modify
some structural RNA [101-103]. As a homologous protein of METTL3, METTL16 regulates the
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modification of M6AU6SNRNA [101]. METTL5 catalyzes m6A on 18SrRNA, while ZCCHC4
mainly methylates human 28SrRNA[102-114].

The study of methylation modification of M6 a may provide clues for clinical diagnosis, prognosis
and targeted drug development of IPF.

Conclusion Methylation of m6A is a hot topic in epigenetics research in recent years, and it still
has great potential in the related research of pulmonary fibrosis diseases. At present, methylation
of m6A is still at a relatively superficial level, and it is mostly reported in the related research of
mRNA and so on, but rarely reported in non-coding RNA, and there is still great research
potential to be tapped.

eP0O-143
Study on inhalation toxicity mechanism of nano-plastics
with different materials

Yunxia Jit?,Xiaodong Song?,Jinjin Zhang?,Weili Liu',MeiRong Wang?,Changjun Lv*
1. Binzhou Medical University Hospital
2. Binzhou Medical University

Objective One of the most significant new environmental pollutants is micro and nanoplastics.
Numerous studies have documented the detrimental effects of their biological accumulation in
organisms of all trophic levels, including humans. However, most studies only use polystyrene
micro and nanoplastics as the model particle and little is known about the inhalation toxicity of
micro and nanoplastics. In this study, the inhalation toxicity of four different materials of
nanoplastics (NPs), and the underlying mechanisms were evaluated in vivo and vitro.

Methods Firstly, nano-plastics with different materials were made by mechanical crushing and
ultraviolet degradation, and their physical and chemical properties were characterized (Size,
Zeta-potential, infrared spectrum). Secondly, it is proved by MicroCT imaging of small animals
and HE staining that there is lung injury in the lungs of mice inhaled with nanoplastics. Then the
related pathways were enriched by KEGG in mouse lung tissue proteomics. And the pathway of
inhalation toxicity of nano-plastics has been screened out was discussed by TEM, Western blot,
Laser confocal microscope, Immunofluorescence, Flow cytometry and other kits in vitro and in
Vvivo.

Results 1.Characteristics of Nano-plastics and Its Effects on Mice&#39;s Lung

The particle sizes of the four nano-plastics are all between 300 and 500 nm, and they are all
negatively charged. The small animal MicroCT system showed a slight ground-glass shadow at
the hilar of the mouse exposed to four NPs for 2 weeks. H&E staining showed minimal
inflammatory cell infiltration and destruction of alveolar structures in lung tissue after 2 weeks of
exposure to the four NPs. The above data indicated that when the total dose of microplastics at
normal environmental concentration within 2 weeks was replaced with the same dose of four
different materials of nanoplastic, transient high-dose inhalation of NPs once a week in mice for
two weeks caused lung inflammation and destruction of alveolar structures . At the same time,
we also found that the lung inflammation of mice inhaled PVC and PET seems to be more
serious.

2. Exposure of NPs can result in ferroptosis in vivo and in vitro

Proteomics results showed that ferroptosis was related to inhalation toxicity of nanoplastics.
Compared with the sham group, the amount and activity of GPX4 were decreased, MDA was
increased, and the activity of SOD was decreased in the four NPs group . In addition, the GPX4
immunofluorescence intensities showed different decreases in the four NPs groups compared
with the sham group and the same trend as the in vivo experiment. These results suggested that
exposure of mouse lungs to four NPs resulted in ferroptosis. TEM images showed that the
mitochondria of the four NPs exhibited the characteristic morphology of ferroptosis, and partial
entry of NPs into the mitochondria was also observed. Exposure to NPs results in decreased
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intensity of PGSK in TC-1 cells, flow cytometer NPs-treated cells showed higher fluorescence
intensity of the MitoSOX Red compared to the normal group.

3. Ferroptosis inhibitors prevent NPs-B-induced lung epithelial cell death

First of all, the CCK-8 assay showed that pretreatment with Fer-1 and NAC significantly reduced
the death of TC-1 caused by NPs. Secondly, Fer-1 and NAC could both prevent MDA and
mMitoROS upregulation in TC-1 treated with NPs, according to MDA and MitoSOX Red assays
results. Finally, the addition of Fer-1 or NAC in advance could inhibit the NPs induced decrease
in the amount and activity of GPX4, the activity of SOD, the intensity of PGSK, and the loss of
MMP .

4. NPs-B-induced ferroptosis is autophagically dependent

TEM showed prominent autophagosomes in NPs-exposed cells, in addition, we can see part of
NPs entering the mitochondria. NPs-B induced autophagy through the AMPK-ULK1 axis and
then led to ferroptosis.

5. Ferritinophagy is an important factor for NP-B leading to ferroptosis in TC-1 cells

NCOA4 mediates ferritinophagy as a selective autophagy receptor. We assessed the NCOA4
protein levels in TC-1 cells and found that NPs-B induced higher NCOA4 protein levels than
controls. To test whether NCOA4 is also a specific autophagic receptor for ferritin of TC-1 cells,
CO-IP analysis verified that ferritin and NCOA4 have a binding relationship.

6. BID plays an important role in NPs-B-induced mitochondrial damage

After NPs-B exposure, ATP levels decreased, MMP decreased, cytochrome C was released from
the mitochondria to the cytoplasm, and the BI6C9 effectively prevents these changes .
Conclusion In this study, these findings demonstrated that massive inhalation of NPs in the
short term can cause lung injury through autophagy-dependent ferroptosis and mitochondrial
damage.
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Quantitative analysis of high-resolution computed
tomography features predicts rapid progression in patients
with interstitial lung disease associated with idiopathic
inflammatory myopathy using machine learning: model
establishment and validation based on a single-center,
retrospective, cohort study

Yuhui Qiang*?,Hongyi Wang*3,Min Liu?,Huaping Dai*
1. China-Japan Friendship Hospital
2. Capital Medical University
3. Chinese Academy of Medical Sciences & Peking Union Medical College

Objective The purpose of this study was to assess whether baseline quantitative high-resolution
computed tomography (HRCT) can predict rapid progressive interstitial lung disease (RP-ILD) in
patients with idiopathic inflammatory myopathy-related interstitial lung disease (IIM-ILD) using
machine learning models.

Methods We included IIM-ILD patients from China-Japan Friendship Hospital with HRCT and
RP-ILD status to conduct the model establishment and validation. We used deep learning
devices to segment the lung and obtained the quantitative features of pulmonary vasculature,
pulmonary segmental volume, and broncho-vascular structures as well as quantitative aspects of
ground-glass opacities, and consolidation areas. Using the least absolute shrinkage and
selection operator (Lasso) and standard difference filter (SDF), we selected essential quantitative
features to implement 8 widely practiced machine learning models including Naive Bayes,
Logistic Regression, K-Nearest Neighbors, Random Forests, Decision Trees, Gradient Boosting
Trees, Support Vector Machines, and Multilayer Perceptron. After 5-fold cross-validation
searching for optimal parameters, we chose a model for final model establishment by estimating
the AUC (area under the curve) for the ROC (receiver operating characteristic) curve in the
validation dataset (randomly 30% of all data) and the explainability. In the final model, we
integrated age, sex, antibodies, pulmonary function test results, and blood-gas analysis results
into the prediction. We externally optimized the final model by stepwise regression and validated
the final model by randomly dividing 30% of all data with complete clinical information.
Calibration and clinical decision curves were also utilized to assess the clinical value of the final
model.

Results 514 patients (367 females, median age 54 years) including 249 patients with RP-ILD
(165 females, median age 55 years). Among 972 features from the initial HRCT quantitative
calculation, we retained 14 features after Lasso and SDF. For 8 popular machine learning
models, we chose logistic regression for the final model because the AUC of that was 0.752
(0.670 to 0.834 for 95% confidence interval) in the validation dataset, which showed no
significance among K-Nearest Neighbors, Random Forests, Gradient Boosting Trees, Support
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Vector Machines, and Multilayer Perceptron, better than the other models. Due to better
explainability, we chose a logistic regression model for integrating clinical features to establish
the final model. For the final model, the AUC was 0.882 (0.797 to 0.967 for a 95% confidence
interval) in the validation dataset, better than only the HRCT model and the only clinical model. In
calibration and clinical decision curve, the final was documented as little prediction bias
(concordance index: 0.887 95% confidence interval from 0.800 to 0.974, P<0.001) and more net
benefit than only HRCT or clinical models using most thresholds.

Conclusion Baseline quantitative HRCT can predict rapid progression in patients with idiopathic
inflammatory myopathy-related interstitial lung disease using machine learning, the performance
of which can be enhanced by adding clinical information.
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Mesenchymal stem cell preparation in pulmonary fibrosis

Ruigiong Li,Huifang Zhai,Xiaodong Song,Minger Li
Binzhou medical university

Objective Pulmonary Fibrosis (Pulmonary Fibrosis, PF) is a kind of chronic and (or) repeated
alveolar epithelial damage caused by chronic interstitial lung disease. In recent years, the
incidence of pulmonary fibrosis has been increasing year by year, and the prognosis is poor, with
a median survival of only 3-5 years. As a high-risk factor for the onset of COVID-19 patients and
a major complication in the late stage of the lung disease, it is still a difficulty in clinical treatment
and nursing. Although the current Food and Drug Administration (FDA) has approved the
application of pirfenidone and nintedanib and other drugs, it can only improve the disease
progression of patients, cannot reverse pulmonary fibrosis and prolong the survival of patients,
and the adaptation population is only in the early and middle stage of pulmonary fibrosis patients,
there is no obvious effect on the late stage of the disease. Therefore, it is important to accelerate
the exploration of a new therapeutic option with clinical application prospects. Cell Therapy is the
third type of treatment after drug therapy and surgery therapy, and is known as the "“third pillar of
future medicine." Among them, mesenchymal stem cell therapy plays a key role in tissue repair
and regenerative medicine. Compared with traditional drug therapy, mesenchymal stem cell
therapy has the advantages of broad treatment range, no toxicity, avoidance of rejection,
permanent treatment, sufficient sources of treatment materials, etc., which can effectively make
up for the problems caused by other treatment methods, such as large drug side effects, narrow
scope of application, and poor therapeutic effect. This study explored the safety, efficacy and
mechanism of mesenchymal stem cell preparations in pulmonary fibrosis, thus laying a solid
theoretical foundation for the popularization of clinical application of mesenchymal stem cells.
Methods This study collected the basic and clinical research literature on the treatment of
pulmonary fibrosis with mesenchymal stem cell preparations, and analyzed the safety, efficacy,
and mechanism of action of mesenchymal stem cell preparations in pulmonary fibrosis.

Results The results indicate that, in terms of safety, the safety and efficacy of mesenchymal
stem cell transplantation is good, and does not increase the incidence of adverse reactions. In
terms of therapeutic effect, under the treatment of mesenchymal stem cell preparation, the
indicators of FVC (forced lung capacity), DLCO (carbon monoxide dispersion), and 6MWTD (6-
minute walking distance test distance) in patients with pulmonary fibrosis were improved. In
terms of therapeutic mechanisms, mesenchymal stem cells are imported into the human body
and first home in the lung, and reduce pulmonary fibrosis mainly through antioxidant
mechanisms, paracrine mechanisms, cell fusion, cell-cell interaction, differentiation, promoting
angiogenesis, anti-inflammatory and immunomodulatory mechanisms.
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Conclusion Mesenchymal stem cell preparation can effectively reduce the degree of pulmonary
fibrosis. With the development of a series of related research and clinical trials, stem cell
preparations will bring more hope to patients with pulmonary fibrosis.
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i 6 580 g £ 3 A, AR g i PR 25 AR X120 PRI T

Fik 49 SR, KT, WIREME 8 N BREA 1SS RS T R B s,
HEIT . AKIHREMIE L. AR AR 96%, 1A=ETE% (BMD 5y 17 kg/m2 . EEK
PR R T, WS E PR E RGBS, B, BRaR. BRI, . T
B A ARV XA WK A PO AR, 2 O RS A RS AL, S1 A1 S2 A L. MBS R
XU il [ fe $m8 35 . FThEE BN DG (FVC) « RfiliigE (TLC) Al—4%UbiRiREE T
B PSRRI (1: 40 , EXRFET. PN KPTARPTH R A R bk,
B, B C RMEA. OB, fpE. M. BEMIhAE R WSS WES CT SR
i) R SIZ o R T B R B LT S A R K o I G S g A R R T SR 4T 44 Ak AN o
LR, M B A il S R R AT e . TR R I, A WZW N PPFE. BT H AT PPFE
WG MAMREIRTT, ME— R E TEIR T R IR, T PR T MR, R R T
XUMIEFEAE . XS MEA G T B E IR JuR. ik, EIRCRFEHIT.
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R BHEMBEASE —FEI 128, R, MR EERERT M, S M CT #rmiti
(IR

S50 PPFE {FE 9IRS K —Fh 2 W, 72 R ZHUEE PG RA —, HiImR 2 T ik
PREEAER UG RARBRNE . $A B ZRIR AN 70 2 B I R A INAYS PPFE AR, R
2R, #BRlRiZ. Ri2, ARSGE BERNTUE LEFRE.

ePO-155

FR N % 1 Bl 2 o L 38 U E & FH B 4T 4E 4L — 1

5RA
RPN SOV T

B 45 MR & 2k 1M 35 R YT E (Idiopathic pulmonary hemosiderosis, IPH) 2 5 K AN B () 9k 8
PRI H I SR AR, EUS BR I R0 il S 40 B Y B B — B R L, BT SR MR
RGIRIEFK ANV, Hrb A 4 AR 2 IPH i W PIFIE 0. BT IPH
TERRN R DL, RIEHAN 4 20%, DRk, AR — 51 B e S0 iA 1 R N AR A it 5 2 1 3% 210
FIE G A 4k, DA R

B, 218, HYRE. HEMEEGZ)) L, HARINE 4 KA. 1 FRFH TG RIER I
WAEAR R, PUPATEN I, 8=, T, K, Tkl BJE. 4 RTHRBEKR
PLEFHmAEH, Bz TR, BEAWME, &K% 10-20ml, K TEM. &4 T36.7C,
P 86 IX/%r, R 15K/, BP 107/7lmmHg, E7RRA4E, M, SEEH, DESH, WU E
SRS, R NG, O JE A AR WL R . H A :HB:58.00g/L; MCV 78.5fl; IfiL
JEE:3umol/L; JRE M. ENA. ACNA. ANA. DIEEHE. OHEERLHER. BE CT w0
SRIEPEIRIENIS, I MR 8. USRS AE o 214 SOV B A b SOV R IR DL 2D VL
M. MBS (BALF)~: CD4/CDS8 thiti o~ 0.6, A M iy & 555 A Wi £ Sk &
DUEMASM, SEmE RN () o Ba S WENRe R PEIG & 8k I 3 R PO IE & A eF 4E1k
BT L PESRRIKERS 30mglk, HTEREIFAYNM . #hEk. MR AT . BTG R A S 28
RIFUE, BERRIK WA IZ TR R E 10mglk, #FF8:E/0 340 H,

ER Bt 3 H 5 IR B E A CT i kA ar e, I AOREIR AL i sid .

g1 IPH fERAN TR I, HiRe R s, a2, SR K ZEA BT AR & R R AT
B, ARG 5y R LERAG B PR 22 A I ot BN AR 1 il 5k 1ML 8 3R DU E 5 I Il 4R 4R AL 11
IR, KBFi2YR, @BRiRE, A3cE BE TG & AEE .

eP0O-156
CHEBRIA R R EATEMB B R R BB T B ER
1197 37185

I, R
RPN T s BB

) W52 JE ik Je A a7 ¥ R e U0 B I BT Ak B 1097 RO i e RS2 i

T3 K 20 1 el P BT A0 B BEHL A ks BEZH( 10 f1l) FiRERZH( 10 B), XHRZAARLE TAEAT
097 WIS T LR ek e MR, Mk 150 mg, fH 2k, Ik, #FFEhas7 12 M. R
2 HWIEAST 2 (MMRC IR INEE L) « 55 1 P HI U R( FEVL) « FuiliiE&E( FVC) .
— AR TR AR 5 PHE Y 0 H( DLco% )
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GE B IR FIR IS 2H 1) AT ROR 4 ) 50% Fl 90% , ZE R AH Gt (P < 0.05). JAIT A,
RIG RN IR ALK FEVL 43 5N( 78. 57+ 4. 32) % F1( 64. 73 +5.17) % , FVC 43 54( 2. 98 +0.
32) f1(2.46 £ 0. 27) L, DLco% 437l N(56. 48 +9. 93) % F1(47.56 +7.03) % , EZRHHG T
¥R (WP <0.05).

S8 Bk SR AT VR YT R B IR B AT BU A AL T AR RS, T DU O I AR RE R AN D g

ePO-157
P& MR LT UEL S 45 554 R 1R X M 18] BR i B A B Y
FIhaEEF M o4

it
WL BB GITLH B2 245 K MY R 28— B e )

B FrRMEme4ite OPF) , 2 RMER B A (IP) 2R EE A, IPF 4 RIH X
(6.8~16.3) /10 i N, MEVIHZEIBET- RO 2EAA] 3~5 &, T %, TR E. IRKREIN
TSI R R A, TR N EE, R AR %, BT RE RPN IR EIMEIE S ThReRAG . R R AR A

IMAEER T RPN e . S54FHE00 (CTD) 2z a4 4h LA RV E B R b5, BE UL
/ 2R REMEARIVE. TREGEME. RRGBRTT R REVERILSE. 45444300 5] 1t

HEER 2 MR, R R I BN W, RTRR 2 4 g 2H 2805 AH 5% M TR] 5 I
(CTD—ILD) . #FFE/R,CTD-ILD MIRAEFRLN 12.4%~34%, sz B JE K v f8 5 5%
N fih R % i sk R il 2 A I P B (R R A A K R R i R R T R R R A DG . AR S ik [ Jes
IPF A1 CTD-ILD AEf, 247828 NFEAE T D) B8 77 T R B 22 ek o

Fik LR

JEHL 2021 4F 1 A& 2023 4F 3 AEWTLAE FERIZH IPF £3 246 f5IA1 CTD-ILD &3 129 #i.
HERR T i 12 PR BH S M« SCVE Y IRORE A S B e

2 M EIRRR(L)— MR k. R, BMI 255 (2) @S INEETEFR: FVC%. FEV1%.
FEV1/FVC. FEV1/FVC%. PEF%. FEF25%. FEF50%. FEF75%. MMEF%; (3) fiizrikzh
fefetr: DLCO%.

3R IEFT A G TR SPSS 23 AT, THE TR LB br i 2 R OR (Cx4s),
A ELBCR RS, DL P<<0.05 NZERHSGiH¥E L.

R 1 — Tk IPFA (2451, &/N24%, K93 %) 5 CTD—ILD 4 (128 %, /27 %,
K90 %) , WAEEMME. Fik. BMI B EHESH#%5%, P>0.05.

2 ffiTheedadr IPF 415 CTD—ILD 47E FVC%. FEV1%. FEV1/FVC. FEV1/FVC%. PEF%.
FEF25%. FEF50%. FEF75%. MMEF%H 5L R4t %% (P>0.05) , f£ DLCO%{F1E
git¥ %, P<0.05.

g0 AR FCR I, RSN E D REFR R TE N I T B S Th R deba, Wil BRI
B Gt 22 e, WAL AR A 3 2 PR ) vl A B A i L R Dh BeRE1E, {H IPF 4 (DLCO%:
60.66+21.89) =T CTD—ILD 4 (51.76+14.59) , P=0.000, fE{EH]E4iitH#%ER,
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ePO-158
oM IRALE T e Bk & B BE A B R IRRIERITSY . "o HD
TIN5 FHIhREZK RIS

HiE K
TR S B B

HE TRiHARSMBILER (EDP) a7 XA & FE 12 PHIE MG m (I BEM ) A e HH 838 I AChE
RVEGr OIS 71 OS8R PATREE) « IWZhRE K20

Frid LGN\ 2016 -3 2018 4 T L A BE B PP I P BME B 16 2R il A% BH A2 e B G2 204 41,
BEWLS N 2 4H. EDP AJT4H 103 4, EDPIGYT 4 AN 1Ly7FE. IR T4 101 6. 2 dLEERIT
BT 5 S 34708 B B3 FRVEA IR 0 %5 (CAT) 3E4r AT RIS M. 3k
1% 7 | (Pa02). ALK 4> [k (PaCO2) . fili Th gl 2 45 : FEV1%: 5 1 FPH JIFEREM
(FEVY) SFutEE . —#2 [FEVL /HIIEEFVC)] « R EIEEPEF). IS0
B (FEF) . AT ERE (MMEF) . —%/LiREE (DLCO) HiitE H 4t .

g JRYTfE, EDP JRIT AL EIIGIT 4, CAT Wik (9.09+2.965vs11.13+6.693) . /N7r4Ef
$ 7 R % OB OB & K ( 320.25+10.31vs301.23+9.310 ) . Pa02 J+ &
(11.51+1.906vs9.89.05+1.302) . PaCO2 F#{X (5.01+1.107vs7.01+1.010) , ER¥WH G it
mE X (P<005) ; #fJfr i, EDP HIT L 5% M7 A M, FEVI% f+ &
(56.21+6.893vs50.89+19.854) . FEV1/FVC J}& (61.66+7.611vs57.90+10.667) . FEF25%
ThiE (43.84+9.378vs27.55+17.371) . FEF50% 7} (45.37+5.922vs20.45+11.693) . FEF75%
JhE (39.31+6.853vs22.47+9.948) , ERHHF G2 X (P<0.05) ; EDP BT H 5% A
JT41 DLCO% (63.21+12.87vs71.59+12.53) Hi#E, L4iitHZER.

g AR AR LA F95 50 5 12 A B 8 A it 0 R8I RCREIR VR 20+ Ol 70 il < ThRe . /NS
TBINREX A BRIIRIRINE; X< ThAE (DLCO%) MIKGE Tk RE Lo

eP0O-159
Near all food seeds have been being man-made, are they

healthful to mankind?

Hanyou Xu
Suichang Rehabilitation Hospital

Objective Introduction and Obijective: As the public facts living by every people and every day
that, by the modern agriculture science developing, more and more food stuffs, vegetables,
melon, fruit,eggs, poultry and meats have been produced. The methods are near all their seeds
or animal reproduction have been being man made by modern genetic engineering. And further
more, the food stuffs, vegetables, melon, fruit have been being off-season planted. All the
unnatural productions of food really have been eaten into the man kinds day and day, years and
years.

| have the first experiences and the first hands information that China have been being
something of more advantage, modern and the most amount of productions in these unnatural
productions of food. It is the facts that other countries in the world also have been producing
these unnatural food stuffs, vegetables, melon, fruit, eggs, poultry and meats.

While the genetically modified soybeans and the alike food stuffs have been being the hot topics
in science and health influences. These genetically modified food stuffs have been very
cautiously accepted by peoples and by every country government. But the present situation in
the world is that near all the food seeds or animal reproduction have been being man made by
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modern genetic engineering, maybe in less tension compared to the genetically modified
soybeans. We may call them as sub genetically modified seeds and their food productions.
However, they have been being all genetically modified and different from the former natural food
seeds or animal reproduction in different grades.

So as the off-season planting and their food productions have been all far from the natural food
which also have been being hot argument topic of health influences by people.

Methods Methods: Summarized the present situation in food securities. Proposed the
emergency treatment methods and proposals.

Results Results: While the Earth and the space or the universe must like a human being which
her normal lives must be supported by her normal physiology of every organ and every cell. And
the human organs and cells have been united and interacted harmoniously to pay the way for
normal life. Any abnormal cells and organs activities must cause pathology, sick,even death.

But at present, in our Earth and the space or the universe, the former harmonious and natural
organs and cells in the Earth and the space or the universe have been being invaded. The
organs and cells in the Earth and the space or the universe are the plants of food stuffs,
vegetables, melon, fruit,eggs, poultry, animals, mankind and its other biology, ecology and
environment, etc.. While in our Earth and the space or the universe, the formal natural plants of
all food,the animals have been changing a lots. , The off-season planting also has been
contributing a lots changes to our Earth and the space or the universe. The former harmonious
biology, ecology and environment should be sure to be changed in our Earth and the space or
the universe. Adding the speeding advantage of our space and universe by the orbiting satellites,
spacecrafts, space stations and their spaceships and other invading factors to the Earth and the
space, the former harmonious biology, ecology and environment should be sure to be changed
speedily in our Earth and the space or the universe.

Therefore, at these critical situation, the former harmonious biology, ecology and environment
can change their units, organs, cells or molecules. So the new emerging infection and
communicable diseases have been being developed. And the climate changes impacts have
been being more and more heavily. The most imprinted the bones and inscribed on the memory
has been being the COVID-19 pandemic around the world more than three years.

Conclusion Conclusion: As this paper is to summarize facts and syndromes harmful to the man
kind by the unnatural science and create the new strategies to cure them. So my proposals are
as follows:

1. Stop the productions of the unnatural seeds and their food as soon as possible.

2. Productions of the food seeds and their food must go back to the nature ones as soon as
possible.

3. Researching and assessing or evaluating side effects of the unnatural seeds and their food
and unnatural eggs, poultry and meats to the health of mankind, plant, biology, ecology and
environment in short and long research effect periods. If proving the bad effects, all the
productions of the unnatural seeds and all the unnatural food must be stopped at once.

4. Developing the true and good science to produce health foods to feed the mankind.

5. The immediate decision must be made to publish the knowledge to the politicians all over the
world and the United Nations and its organizations to pay attention to the problems imperatively.
6. China, as the big country in population, economic, food production should go ahead to security
the food healthy, public health promotion, climate change recovering and biology, ecology,
environment well up.

7. My opinion should be referenced by the officials and politicians.

Key Words: Food security; Man made food seeds; ecology and environment disturb; unnatural
genetic modified food.
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ePO-160

COVID-19 EfERE AR CT S REMIGKRFERTG 2

Mg g, fRigta, IR MMEIL. E 0. R
R H AR ITBRRE (IR RSB AR 07 BE e )

HE SARS-CoV-2 J &Y ] LA TERER 2™ EE 2 8y, st m s mai, TSRSa
PER 2 E . COVID-19 i 4 (I R IREE CT RILE LRI R IR, (HA R RARGIE S Tl s 9%
A G WHFRILESE COVID-19 B 1R B2 BAER T ik, RILSRIE MMy a7 5 2k
PR 2, 10K g B A AR5 87 R AN [R) PR I PR 3R B AN T35 AN 4

Frid X TR SR 5T, AN T 2022 4F 12 H % 2023 4 01 H 7E A5 K245 8 A 7 B B
RN 55 £ FORE B2 A BHME e Y, 42 COVID-19 RT-PCR iR AG I AP YE, sk CT s it 4 1) 2
o SBHENE O U R AR AN — L R R EE AR SR B VE T, R AR VS AT 2 AR A .
FRHEI A2 43 A RFAE RS B8 35 2 R AT R Z 4k r A . A IRIRE SUE SCAHANBE 10 KN IAfE
ICU. FUGES(LEIAA ). FET-. 2 logistic [B1VH 704748 5 FMi A 7] H Al R 4 I R 2.
g R Ldtf 138 4 {EBt COVID-19 it ¢ EBEE i, 74 A EFMNRAERI NN, 24 44(32.4%)
EEH W NTRIBME DAY, 50 44(67.6%) 1% MR R UCHC ) B AN 2 I e A 2. PR E T
PIFEWN 79.549.3 %, 64(70.3%)6|EH NEME. SIFAEMLIESR 47 (63.5%)61, & 3K IR
H 34 (45.9%)%1. RIFGENBER RO RN 7 R(5, 10), WMABEHETLEZEEZR (REH T (5,
7) X vs 44 8 (5, 10) K, P=0.2369) . AP SPO2 V1N 89.4+5.84%, 7£ 7R84 N
85.2+7.0%, Z It N 91.613.7%, WAz [HEE 2R, P<0.001. 50(69.2%)% &34 EEMHZ
FRIE N GGO, 16(17.6%)% B #H NIRE GGO FsLAr; FIEEMME R /0AiH 33(44.6%)%1, 325
EMERSMA 20 #1(21.9%). PIHEEEMAMITE(WBC. L. N, PLT)Z B LR EER; 1E
RAEFRPR(IN CRP. (45K JF). IfijE CK-MB. [i& LDH. D-dimmer iz 2%, P<<0.05. i
1B 20(83.3%) % B KA T EAIRIRA iy ZIAA 16(32.0%)01 kA T E A IRIRL S5
£, OR, 10.63, 95% Cl: 2.98, 31.38, P <0.0001. %[ logistic WA &, ASFE> kL
FINBERT SPO2 £ 50 COVID-19 B Ik RE: RS A K & .

g HF COVID-19 H#HH, HH CT nf LRI HAMARM AR, SAFRPIGREIE. £
JE P RUR R e R 45 R 9% . X R BN ERE COVID-19 [/MEbIATT B B X, HRNEERA
T fREE COVID-19 (1 EEHLHIFE AL T 771

ePO-161

RRBkERIETT R A RE TR B AEF RIS A=

TRDUK
BB AR

HE VR0 — BB P bR e —, 3P ik R R R AR . P8, fE—ERRE Bk
E T IBROR AN RN R, AR, PRk E RGN, R R R UE £ S R AEBRIT A
Gy ER, FRAlE, XTNLRERRE R, EORE R, RESSEXRKMES, HEIEN
JLE KB KATH T, B, b E, SEEK G REETT LR, dnferik 2] m b i ik
FRIATT, BN, IREIRITRCR, ORI T MGy R AR B, N VIR R
fik AT R, LI N R SN R R A [T Ak > MR A3, AR ORI . Ak 5 R
TN, PRE SR T RIEAOH O, S ERA .

FiE AT, SEMEILTEER, IRREI T I, KILEBK a7 R B, R R SEE
CUHOHT 55 DR BM | PR i ik 2 R s o
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R RNENEET R AT, ERKRANFEIE —2T/E 30 248, HERZEFHE—RRBUATHA
20 24, EHET 7B . PImE K R, KOs AR, AR NG P hER ik o
I, FERKEE A R, AR, FRHECRIMER, AR g, 2RAE; H
TR FE RIS AR AR s KR AR 2=, IR AR . R K S DR
WA G IR WERD, SZFEE, FEEKERIEM, ErERt b, /EEAR7ef, A
A7 IR TEA B ER BKCEE R H R, IR — AN IR 0 PR TR A R A R A,
FEFHT:

YRR E, HER EMAAT, ERZTHAENES T, EEEHCOEEE TS T,

BEEDAREIE R R, FNELR . A0 A JE2ER S 57 T S T TH I BR R R
R, IRRSHEABIEAERN A L, S M vk, ARG bk s a4,

EEE AR, REETH W NIIRRERIK . Rk, BURFRNK. WKL BEAT AL, AE
HEM. X, K, KEDEENER, SMaddl. SEEAAPMAER, mAsLEFEES.
A RO, AT R, BB R T, MM, kB PORR EEK E REIT RE, R
LGN B B R 1 [V A 2 A ] AR 3

W AR AR, ETIRRFAVITRE, 0 7 XFE &SRR FB, IABIPURiE s ik e
FRYT R, EFRFm AT BT, M T R I T RS, AR N,
AR ANARSS LR ik 3 A B RO B3 N SR N LN B AH, B8 N BRI 2B 36 B A e
5 A% 56 i B IR T A A2

Pk, RIS, SLhHRIE .

AR AE FH 0 N BBk g s S A

R, XIS — N, BT E R R I RE . SRR, e SRR B T4
1), FEEEH— DA, — St R E AR M.

eP0O-162
Novel therapeutic target of pulmonary fibrosis: lipid
metabolism

Yahui Chen'?,Xiangguang Shi'
1. Huashan Hospital, Fudan University
2. Fudan University

Objective In this review, we provide an overview of lipid metabolic reprogramming in the
pathogenesis of in IPF and explores potential strategies targeting lipid metabolism.

Methods In this study, we first summarize the published literature about lipid metabolite changes
found in pulmonary fibrosis (PF), including phospholipids, glycolipids, steroids, fatty acids,
triglycerides, and lipoproteins. We then reanalyze two single-cell RNA-sequencing datasets of PF,
and the corresponding lipid metabolomic genes responsible for the biosynthesis, catabolism,
transport, and modification processes of these lipids are uncovered.

Results Intriguingly, we found that macrophage is the most active cell type in lipid metabolism,
almost all lipid metabolic genes were altered in macrophages of PF. Lipid metabolic differentially
expressed genes (DEGs) of type 2 alveolar epithelial cells are mainly involved in the CDP-
diacylglycerol pathway, cholesterol metabolism, and triglyceride synthesis. Endothelial cells are
partly responsible for sphingomyelin, phosphatidylcholine, and phosphatidylethanolamines
reprogramming as their metabolic genes are dysregulated in PF. According to the DEGs,
fibroblasts may contribute to abnormal cholesterol, phosphatidylcholine, and
phosphatidylethanolamines metabolism in PF. Therefore, the lipid reprogrammed profiles in PF
may attribute to the aberrant expression of lipid metabolic genes in different cell types.
Conclusion Taken together, it is possible that, in the future, attentions focus on lipid metabolism
may represent an excellent opportunity to develop new therapeutic targets and prolong the
overall survival time in PF patients.
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ePO-163

LUEE RN MBE AR RNTRESHE 3 fIHmME>

T, R, XRK. R BRI, ). R BH
HRPH T3 55— N R B B

=]

BB a5 b DL RE ZE s A i AR SR s R R R ME TR 2R A 4E (Primary Sjogren syndrome,
PSS) BFMIEIRE R AL, WBEHE, RV pSS ML S RHIE -

FrvE B BT R B2 T 3 B pSS A IGIARRF AT SCIR =M. FE CT. RILHRL, FEX
BRE I LA 4

G pSS EkaE, RN, HEGERIUNRBEMERZ, 3 BIEHE AL, HIGRE
DARZ R 5 o PR DR e P R Rtk g s IR CT 1 XU /R 8 B3 HUEE 40 A7 K /NS — [ T B
Bl LRERARMITTE, POEPURERHTE; 8RR B R DUk A M i8R 1 bk
WS HAD I REVE R, K2 WN pSS 4k & bk ELGE M a] R A 2%, X B R B i 2R RN S e A
7 ROR R

G IR AR MR L, 1 pSS MIMMFEMERAR LD WL, A SC B SR S I PR A RHEE i
SPZIR AR, SHIGREITEET pSS MIITEERERARAE S, AIINRNS pSS SR = RHIE M BEAR
DU 2 TR 2 -

ePO-164

FIN BRI 3T45 & B AT HE LI R IPAE R RS

(c4,2
HETH - ANRER

B R £T4E4L (1diopathic Pulmonary Fibrosis, IPF) J&—ft R A, RRwHLHIAG .. Tl
Ja AN RS4RI MG % . BEEST IPF RIALEIARE S RE IR A 7T, W4 T2 8T
EIT T, AR AN RO S R R T RS, JFEITE T 2R TR
MEIRTT IPF IR ZGPIMIG RIS . FERF1EIRSE (Necroptosis) & — 32 21 % 18 12 1 4 i 5
T, BHZENS, MKW caspase i HN H. 52 i BEUR Y (1) B A SRR SR Y SRR R 40
FETERE, At Nec—1 5 e Ed . BOR Nec-1 A BT B KA B R SEIVE R, B %254
HTRRKFFEERMEEED T kK. 289 E 0 (drug repurposing) i 4R 7EEE =245
3 308 AT R SR ) — b & LB, B R IE C A iR, B 2 ek 54 E e
¥ 25t R HEE, Bk 2 2558 FH 345 DA S I SRt IT S [ I PR IS FH A% A4 B 75 (40 B 1) AR 8 5% B AR B 2. 98k
A, BAEIG ARG B B B8 ARAIE B 3 122 ik . BT AR A L S AL M v 0 2 25 W i e R B LI
FDA LMK I H] TNF %S00 RIPKL AKHAIRE P HEIRSE, HIRERHIH] T RIPKL BB
P, XIIRT RIPKL KRR P PR AEAE 5 30 B2 S KRB R BT #E 2 . RIPKL #5157 v 358 20 4%
SR Y6 Bz 40 B Y T A R BRIl T A G SR R T T, AL K 2 75 A 0 SR 41 4 AL S
PR . BRI A IS R H AT M 2 AT . AT FOREE — 20 5T R I T I 25 N KR G R R
P il 2T 4EAk (0 454 7

FiE (1) 78 AB49 4l &y, N KEAXT TGF-B1 % S b R -1 8 BB AL A i I 427 . | B iR
RIS e PR PR AU I8 I OB B R TA KSR R . (2) S KR N4 & M 4 4 AL /N BB RS YR 97
EH .

ZER (1) 78 ASA9 Al R b, HKEAXT TGE-B1 5 S b R -10] 78 i AL 4H B T A5 % B (R4 1E H
AR | R R A AR P SR SR e OB B I RIA S . (2D ISR R A P il £ 4 b /N R
R B R EH
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28 (1) 78 ASA9 difi0 &b, FNKEAXT TGF-B1 55511 b iz -18) 78 5 #4440 i B 25 2 B (-9 VE
A D | TR iR A 1 RRE P I S SR B e B B (1 RIA b . (2) SRR SRR R M I AR 4L N R
R BA R ER

ePO-165

6 Bl S A4 T 2 HHIFFIAE 5< b ¢ s PR YL 3%

FI7. ERKH]K
PERH T3+ N R EE B

B ) @R X 6 ] G kG 2 S FEFIA S 4 (CIP) IGARMEE My, A ATl AR EEAE R . 2
FVETT o y2 Ko 25 sUHI I FAH St 28 A B B o

FiE 1. IGRERASCREE T 2022 4F 4 A% 2023 4F 4 AEBHT 8T N\ RIE Bk Bl 5 X SR
1) 6 B CIP BHIGIKTR . B B LB (ke 2 AN G 481276 T KR A TE
RFAR D, AT HIEIT, WIER ICIs H4A TR R ERRT . b s g AR, 1
N, f/NFE 32 %, RAFR 85 %, AR SMgiRHEST, HAah 1 fiERTE
MREE CK B 4UMeZY) | 1 FIEAYE (BRRAME) « 1 BIEEE. 2 BIMYE. 1 GIGman i .
6 BIEE e EREAE . RIBRE RGP . BRI, 4%, WWRERTIUATRA . &
PEThRe TR A S, HERRWG VRN 2 . Bl PR 4 . AR K . ORI R S R AN B L R
I T ERT 2 KNSR . R R R PR ELRE B R IR . R E SRR MR 2 (]
I G A A s A7) (ICIs) FREAIFI &, FARE S i A i A GG 2 (CIP) BffE). A&
BB IR K AT 2500 N BE G TR, W HEITRT R AR . FEThAE . IE A, il
Thig. i CT S das R, W ETHESIHEE L.

2. Jiik AR SPSS 27.0 BRI TS E . iFE TR Es Kon, PI4LIALLECR
FBRSIREA tRe 5%, (Rl — 403 vR YT AT e R BT t ke, P<0.05 N2 RA Fiit 55 Lo
ZEBORYE CIPSEIR S, 201 2%, A% 3%%. ik CIP & 0%, 3612%, 343 %. 167
W JE B HDIRE(AST ALT TBIL). I #iibie454x(WBC RBC Hgb PLT) L% R (P20.05) , T4t
R . A0 riekr (PO2 &%) WRIFH: (P<0.05) , fili CT #4% (CIP kD)
B 8k (P<0.05) , filithfe (FVC DLCO) If#: (P<0.05) , ZREGit%E X,

g0 TR F 9 3 UL CIP BB MTE RAF, @i 1ICIs A R G719 2142
fR IR R

ePO-166

—GIRREI AT B ELE ILD BE A% ARDS HIIGKRES O

EE RAEL
WS B R XN REE B

BB PR B R ik I RS 1, e R R )y ARDS #7188 Xy T 2 v
IR MLTT B it -

Ji¥E L Hrd e — B2 4 1ICD AE A B KT AR B (4 i M AR 22 SRR B, LK
JIR FH R 75 . ST AR R FE HER Y ARDS IR RAE s Hr s BRI E 3 2L 297 B
FRATEDL, 2B A 35 5 JF ARDS B2 B i LK T B 5

i3 N ICD Z4F g FrLk IR (600mg/R, 2 AMH: 400mg/k,2 A~ H: 300mg ZiRf 2
ANAD Ja BRI, il CT $-75 XUl 2 P2 COUSTT B R A% S BE SRR RE Al 242D
T L& Velero W, RVEFEARERET R, JURSSATTRCRAVE . B 1R B AT 0 ik i i 1) 2
£ 600mg/ K5 HBUFIRF AR, Mo | RPIR SR IR BERE Dy ARDS,  FEIPIR EEAT A €1
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WAL B S, R AR W s, SLRIME IR 45 T IR 1T e w s i i b, B A
CT 3 B R B 70 IR UAC

S0 A IR i 2 1 2 R BN ILD. 5 N iR A e 77 2K F 300-600mg/ K HIT FE KT 6
MNH, HRAE LD JUEnRESTE, H s E N ARDS. RURFLRAER, 525 DL R
FIRTTWONE 2. 24 53 I F ] 77 & DA R T AR R R 2 TR ILD kAR DL it @ ARDS H
B4 it o

ePO-167

HDACI #li ERK RiBR 1L B pl £ 4 SR RE 7 A A 4E AL PRI TSR

fiE. ZEWelE. B, BRI, (R
HATH - ARER (=R ANRERD

BH R ML 44k (diopathic pulmonary fibrosis, IPF) & —fig . FEATHERER . H AT
A W 2 W AN JE Ik JE A A 2 W] LAE e AF AEAL IR, (HIRASRE IS RE R AT Ak . B SR I
AKT-MAPK 15 Zili il s /e IPF FIkA KBS BAEEEH . AEAZ%CBLE (Histone
deacetylase, HDAC) & — 8/ YL ok 45 KSR R 2Rk % 5 T R 3 EEAE R AR, ik
PRI HDAC 2 i3E il sl 4T 2 4t ) UURR 2T A i A, & oK B AN, S B4R 4 b itk
J&&, DRI HDAC 3 VK o] B RN TR 7 Il - 4E A6 18T R %

i G A I AS AR IPF At LA 440 AR 5 3 AR L) HDAC 737 B3R SR BTk,

RATREN T — ML E A L LB EEHI ) (HDACH . i HDACH YER TR LT 4E4n . &
I HDACI Xt F i £F degi fudta s . iER a8 /152 . 3+ RT-gPCR. Western blot. %% 2 HAR
il AKT-MAPK #4810, FItEREZR (BLM) fEH T /NI 4Eu i, {ESZ HDACI
UL [EAR (I

gER AT &I HDAC 7 TAEMZH b LR 4T 4 b 238 F 3R, A FRIME HDACI 4k
B AT 2 41 B T 2 P LG . BB RE 1. RT-gPCR. Western blot. % % e 1 AIE 52
HDACI =] #4483 B TR K. AKT-MAPK JE . st AR HDACH B A 1GI7 Ii4F 4Etb i1
o
S50 fEAR N AMIESZ HDACH RIIE IS ] AKT-MAPK {55 3@ A 77 Il £F 4E 4k o

ePO-168
Ang Il (@i AIF1 A T NFEEE RS S A4 MR
WA
A AT ot

HE i %K%K I (Angiotensin II, Ang I1) M [E A SAB Y K5 H T 1 Callograft
inflammatory factor-1, AIF1) £ R 4F 4E 40 Ak A i B AR VR AL

ik RN REA R AT 4, 4> 3 4L: XFHEZL. Ang Il 415 Ang II+AIF1 siRNA 41,
i1t Western blot Kl AIFL. $EEZARTEFR PFKFB3 LA BUAT 440 % 1L 1647 Collagen 1 I A
15 o X R /N BRI AT AR AR /N BRI 2 2R 384T qPCR A Western blot &l AIFL B4 3¢ & B H 7K
SRR s XL /N BRI AL ZAD) AT S AR AIFL. Collagen 1 & a-SMA [k tb4h,
3 3 RN 5 e RRiE AIFL K2 a-SMA [7KF-FEHEAT 38 e ARG

SR SXRRAMLL, Ang I 7T LUMERE AIFL Zs 2t R PFKFB3 i SHE RGN, M2 38Uk
TYEANNIEAL; (HH AIFL SiRNA AT LLIMH] Ang 1 513405 il B AT 4640 i i) PFKFB3 J% Collagen 1
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Fik; EHK RNA KEATREHILT AIFL Rk EAMIIR . i g RR M4 i,
AIF1. Collagen 1 } a-SMA T HEEE N, A7 tER AIFL & a-SMA ik B i HAAEILE 7

W%, KW AIFL S 540 .

5 Ang || 1T LU AIFL 35, FFiEIE iR PFKFB3 FRIABIIBEREMR, M-S SR LT 440 s AL .

ePO-169

B A& HA O BITE T IB) B Al s K 43 4

I, FER
B PH T s B B

B AR R 80 J5 1 il -5 e 7 B K 4 1 i PR R I

7 BEE S i 2022 4 12 H & 2023 4F 1 H 7 ie im A& 0 1R) T 14 it 98 58 T3 491 PR I R

SR 84 1%, #kt56--89 %, Ty 67 %, THERN I 9,8 Kk (2-15°K) 5 kr 1 HIOAE
JRVER SR AL AL, Hoax 8 Bl U Al I s, Frod R & FRrEsE 6 B, FHTEE 141, 2 fiR
& A LR REE IgM THm, o5 1 BTR BEVERT AR O ) 6 BTSRRI B,
R SPERETE (I 1 0, FARESE 16, MR RHAT 2 B, 1 BlE R ARAR ISR
Br 1B T O AR R PERRAE,  HoR A0 T SRR R WP IR 35

S50 FEFEIAT HIE], e N T LN E) 5T A R e v R HL N, (A A SR R i
ANEREZIR B 247 T ST RS AL P 5 8 3 R

ePO-170

8] 78 BR 4R & MR AT 4E LR 5T

SR L2, ki
1. N B AT BR B PR R B 55 940 = Bt
2. Hifi B2 R

HE Fe M4t APF) Z2—Mir R THE® N, Btk 3T A4efiikm gy, T
ERFRREHE ETH S, IPF Wiz, AFWE. B arimR s e e A2 1A e A7
RERELR g it JE o DR ML PR 2Rt — i 28 245 47 PR AR s 7™ B AR () B 08 2 il 2 Ak i F2 AR 43 0
B, Wiy g8 AR 2 IPF BEERRALE, B 72 5 T40H (MSCs) HA g i 15 A k41 21
BEEER . @il MSCs #7F MSCs A EiGIT Tl DA EE 4T AL A E A

Fik i \PF /N RABEAT 6 R AT, ERE e R A i, BRI R, e MR 4T
PEIORANML . TRy MIBRIEE T-a KF, W fEXEZEF MSCs A EidfEiri =5, %A
JEALFE/N BRIE I, WL HB LA MSCs 41/ R ZH A A 4 fh 22 7.

ZEB (1) MSCs PR %. WERRMER AR WD, M2 RIE VRN P4, (2)
MSCs 4 H A B 2 SRODR 248 i 1) Bt SR 35 B e 70 52 BT 4, 4% IR 48 B 2 T b 4 CD8O0.
CD83 il CD86 MK IAFFML; (3) MSCs HTHhE-y. MIFIRIER F-a 73ilbgks>;  (4) MSCs H
iti b B £ ) B 3 o

250 MSCs AT A6 il b iz 20 iAol e s o B 97 Il 4 44k i B AR AR D732, 1 H. MSCs IR REiE L 4
WAL T, BEEzE s SRR PR A SR R, IRy MRIRER T-a
KV, URERATER S AN IR, T R RGN RE AE MO, HE S SRt IPF VAT /ER
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ePO-171

EP 20 B 0 - 38 73 il £ 46 44 008 FEL A = ) A £ 42 200 B SF B 4E

s R TR
Hh H AR Bt

BB a8 I AT S A BRI 5 B 3 A 24 L R0 A 2 I 0 R S TR AT R g B R R L S
P99 R AL R A AT e R BBk

FiiE P RE ST AIEEESE GSEL36831 (B INFHE, Wid R, &HE
IR AR YEACAR S R AT e A M B o J5 it — 2Dl Xt ol 41 4 A0 B 3 AT AR e i, - R il 41 4
A A BEL it o 5 9 R D 114l 2T 24 &40 e S o

SR W AT gE MR R S, T RN TE AT 4E AL AR — TR Rk CTHRC1 H ACTA2
BH A ) T 4 20 B ——WURR T 4, o FLEE S 7 o0 dr, SHRHSRIE, BoRmaRis CTHRCL
FA) T 44 4T B RT RESRUR T v e eF 4E 4 A, o HLE T RE & 8620 ml il v R 4P e i B 7E 2 M BH %8
PEREIE T, AR B R AT 4R A0 S 1E R 2 R IR R R PR R R, R IA 2 AN L
PRI

58 R4 Y N RIS CTHRCL PHE A AT 4E 4 (e il 4F 4tk i R 3 5 EEAIME R, R 4F4E1k
w2 R D ) B A M SRR FER BE R, AR A BRI AT 4 A T R S 1 FH ZE 1 I RO
WAEHR.

ePO-172

SLC11A1 7 g WA ERE 4R & 1 P AT 4E L R R{ER

XfE . HEE
bR EE B TR BTG B D

B R R4 OPF) &Rt ar PEa B pE M 28, Foms RIRURRALE] MATE 2, 558
40 M A B R AE A 5 ) e B AL VI OC . BRI 11 Bift 1 (solute carrier family 11
member 1, SLC11A1) TE1T BI040 My PR FE P G2 B 25 R FE B BB, {2 SLC11ALl 7£
IPF e i ANTE 28 . AHFST S 7818 B SLC11A1 7E IPF #EE i X, N IPF [R97 30F 7 G i
B AT I B

ik HSE, BATE-LEA IPF EFEE T T SLC11AL £ =FASFEL4LERA (i, BALF AL
HRIRIE. A5, B STRING Wit iT & A A L/EH (PPD 408, #fix T 10 15 SLC11A1
M EAFFK R . Pearson X ZE/0HriX 10 NIERE S SLC11AL K. BEE, EA4E
SLC11A1 M H: AN e A <3l (SLC31A2 1 SPI1) SHAETERISEI .. 1Ak, FIH] ssGSVA
THELRRANRE A (1) G 28 2 M R0 B 8 AE O SE DR AR 1K | 42K F o FRATT I IF 9000 75 B2 o iX — MR R R 3R
IEIKP AR A T B R AR AE SR A M . i, FRATTEIE qPCR S0E 7 IX LR TE IPF /N R 2
W

g HL, WA S R SLC11AL 7£ IPF BB M =FAEHL (ifi. BALF FIMLGD H K2Rk
FEREZER. 550K, SLC31A2 Al SPIL &5 SLCL1AL AHRMERSRIIANFER . bhah, FRATT
I 7T 45 5 £ B SLC11A1. SLC31A2 M1 SPI1 FHAES IPF HBFH AL, ok, FRATEM 5L H
SLC11A1. SLC31A2 F1 SPI1 fE4FE MM CEAEPAZA A EVELni) R B, sk, &
TR BRI SLCLLAL 55 2H 23 v P s 290 o Bt R0 0 G 28 240 M V32 i) 2 [B) AT BB A7 7E B . B
qPCR T iESE 1 il 4F 4 AL i AL /N R i 21 2% SLC11A1. SLC11A2. SPI1. FDX1. DLD Al
LIAS ik L.

£ SLC11AL mKREH IPF BE R ™ HIEE LG A RA IS, HYLHI TR 525077 Az 4
AT a2 P e B B R
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ePO-173

RIMANEY . BHEEEEIRFA Castleman 5% 1

BKEK. BRE. B, AT
i A B BE

BB @i = WA, IniEsT Castleman I3 BT, FF5m AT ZEIR 5210 % 00012 W E B

Tk e HELW, B, BRI L.

SR PRGN A, TR, K, TR BT, BIRT. OF. B2

PRAIE: Ao R AT R & Velero P8 .

6. G ERE .

AR WES CT: WU 2 KBS BB 5 T 3R, WS E M AR, /N E) R &

PET-CT: XUt 2 KFikt, R Y (R GMR AR nTREME K. DU SR B R X B X

KM« SABE P9 B R TR Rk g5, BB R MR . MK, FERMTREE m, HE4k kM

TR S IE R . Castleman Ji G4 £ 19G4 # %,

Fith4h TBCB: Castleman i CRATEAL) 2 JiliZH 4,

ANBE SLB i BRIk B 412 Castleman Jii CR4AIELD 2 R4 .

SR X BRI ERE A E A BRI, TRFBIRAIER, AR O B 55 7

GET BT, B A R A B AR 2 T 2R AH A Castleman T

g8 ST TEA SRS, BRER PLCH. JEMFEAS. LIP. BBEVIRR. M8, B %050
245995, 4N Castleman 5« 19G4 FHI< i

&

. ER

ePO-174

R A B AN BB LTS 1 51

Whkuk. Ei53. T
i A B EE

HE 705 1 GIRBRIUVES A TE, WERR b BRI OG0T, 2% 0 IR AN SR 30
J7¥E Witk FFEELNE, BN, BE A

AR RERAET, BEZE.

PRAE: OUR AT I s OS5, SRR 2 DOR Sk ToMPIRTE, o NIkt

5. M K. BALFRIEZEIBIME. ThRg: oREDhRERLHS

AR BOES CT: XUoRi8 B BREs, w LB AL, IRk LR,

JREL: TBCB: _LRZFERIZEMPVERAS, PZFI AT DURE . ANE R BBy, P EF ik
BUN, KOMEXT 8 A S, SREARRE, KRR, EBUS-TBNA (7 4kE4E5) -
BRI PN LA A A AL 43 B b B RE AR b RZERARRUDN, RVNHER — B 2B, R
AR AL .

SR RV BRIONTRE BEIOEY, T IAHAIE, AR R, RS W
iIESRER

g W TRIVGHER ALY SR AR YER . Bk PAP. MR, CEP. JEFIEMI RS, RATER
GREH LA ATRE, AT IR ELEE I B 5 0 5
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ePO-175

ANCA HSHE IR AR 1 FIHRE S

W ML ARG . S
B SCBERR I R B2 e

H B 4T ANCA FH I LS 58 G M (8] 57 21 444 2825 (I R RFALE o

Frig [ BT R BEIIE I 1 ] ANCA AH S I8 98 A1 il (8] 53 41 44 58 2 (I RS s SCRE > o
iR 58 X, HREEW. "z, AR 1HE BT, BEAEAMEE. k. T 36.7C, P 82 k/45),
R 20 ik/%y, BP 151/76mmHg. XUIfiFFIL &8, UK ] [E & Velcro "%, A [ 5 RS & K% 1) i
PEERE, RERAKRIFIYEARAE. E CT WU ] BT R AL . A . N BE 2 Bl Bk < 3 4 -
PH 7.45, P02 78mmHg, PCO2 34.2mmHg; fiiZhg: NSIE@ESIIAEFHZE; PUZPUIRIE+ANA:
PUZ PR (ANA)(L: 100) FH M (L BTRLAY), PR PiiR(ANA) (1: 320) B (MRTRLAY), iz bifk
ANA)(1: 1000) ¥ FH P (M 2 Biki B ). $1 ANCA-GBM &3l : pANCA [HE, #i MPO #ifk
146.75RU/mI; LR Hiikit 26 Witk mPi PM-SC175 Hifk (+) . TIBEBEIL G id] . BT
GoJ% SR YT JE IR A B

£ ANCA AHICHE I3 98 A5 FR M A S5 £ 44k A& —FPadb AT 1 T e B0an %%, 5. ANCA FEME S i
YA R 2 TR R AR AL v AN 2, 468K 22 B0 ) o 4 4 AL 491 A% IE B2 75 MPO $T4A A
PEREL R R, tEESR A 48 B R, IRErgith w76 4 B M i 8 28 IR H B0 22w sk Al i 2
WEEZE, FUEHEE ANCA AIUGR N a1 531 il 28 Rl £F b s Wik 2, B R T R B B ORI
FY897, DLECEIR RS -

ePO-176

15 FEER M MA LN S H AN B R ORREEMES

B RE
P S R RER 27 MY e

B AW 15 E R Z A RO W) ILD-LC B3, mIEE2 ik b i) PPF-LC, 59F PPF-
LC BABIRHAT LRSS, BERIA B FRIHSE, A30697 MEfEEH PPF-LC M5k,

TFE EN SRR & = B R % 2 KA EF 54848 2008-2022 S 12 T3 B 1149 1) Jod P4 il 9k
A I e 1) BB AR 48 g HERR v 20 gk JE M il £ Ak & I DA S (LEELE ) F ARk i M i £ 4
e IR A S CRPRRZED X Eb A BT P AL A0 PRARFAIE R 26 3 i 1 il 21 4 A 45 I il g 1) S B [
E VGV E

2R (1) et 15 FILTHIE Y ILD-LC B 138 4, 128 PPF 2 WitbnitEi2 i i PPF-LC 4183
56 5], Hr 2815 (50.0%) JEEHTIREE T FEECERERER 2T, 20 ] (35.7%) @ A5
JRBAREREA 2, 8 il (14.3%) BEH WG R LG ThEE FRZWr, MR =FAFEi2 Wy
KizWi &AL OS 73 h 5.5 H. 143 HX 9.6 H.

(2) ML 14N FVC TR 273.9457.3ml, 1xE41 4 103.6+38.3ml. WA L4 EH N UIP.
NSIP. OP. RB-ILD HIELHI%3 5 8: 53.6%. 32.1%. 10.7%. 3.6%, LA FFHLLENTIEZH b b4
3N 15.9%. 68.2%. 12.2%. 3.7%. ML H BRI E R LA 76.8%, TR IR AL A
57.3% (P<0.05) .

(3) WEHEXRAFHEPHLL WP Jy. WEHH KMzl k& F g & T X A, &Mk
EIEERFEPAL OS KT R EHE (7.0 A vs. 8.7 H) . KXH logistics £ K& [F 7R BIHEEL FVC%
<70%/% UIP RIZEKE PPF-LC MM IGRFZ . AL M A N e i) i LU AR . W
2 EGFR RASHSE 25%, KT WHHEZHK) 37.5%.
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(5) WEHEE P OS KT XHEA (8.0 H v.s. 9.8 A) o MEHPHLT 4G T MiHEN
19.6%, ZREF AL OS KT REZHAHENZY) (109 A v.s. 6.0 H) o XMW EL FAL
OS #47 £ & Cox /)5 KBl LC PLill s A G 7 R o R R & .

2 (1) 59E PPF-LC 4Lk, PPF-LC 4 1 AN MiThfE FREEME . 4k FVC<70%. UIP %
T DAHEAT R A 3N = EREIR ) BB R 5 KA PPF-LC, #2718 PPF-LC 7E 512 W v N 8 40 il
IREME A, E4EEE HRCT M,

(2) PPF-LC &% OS T3 PPF-LC 41 (8.0 A v.s. 9.8 ) , XHl & &R S50 Mia T NEAR
£, VLB A N EMPA 429 L B 8 e 8 B Pt In A sZYv fg it K PPF-LC 3%
f] OS.

(3) PPF-LC W LARR B3 14932, A RIER LA 1P 932, {HAE CTD-ILD ¥, PPF-LC 41 RA
KAEZmTIE PPF-LC 4, XTFAIHmBERERXESMA, NMeEWEE, M1 k5
1HIT

ePO-177
—f] ECMO B T2 EXREZLXWMA GM-CSF ZXBEER
FRIT R EAER /R E BN R AE RIS A 3K [E] P

BEM. B, kb HE. SN HAR
SHEPNEM ) &Ryt L RSy AR

B My CUURUE & — A WL RS MR, H TR T 0 3 B v A e M S AL RN
2 NRIYH B BV A A SR & RN 7 (GM-CSF) o« A SCHRR T H BEA L TR )7 BE R 2 A TRV
17515

T ARSCR AN R ARG 255 SCHR BB ) 7 k1T

R ASCHRERREIE— 4 43 Z otk FEIRIKRERIATEAEES SR 6 4, £ HRCT
RS A AR AR, A SR BV A R KRR A )2 RESE, D-PAS (+)
AB (-) , EATRE 61, Mz NEMEMEEQVIBUE. L& N2 5 GM-CSF 150ug }
NES 2 H. EEEREREEE, 65 T AN KGRI SE SRR A (V-V ECMO)
YN EMRENES: 5T GM-CSF 150ug Z AL 2/ H G Y7 Ja P R EREIR . HRCT . fliZhRE BH & o
o AENE 1L FEFEERE R, TEERE MNGS RE WA HATH . JE4% s
B R v 0w, B S AS SR B s A SRR, 3 AHWRES S 2 Ik V-V
ECMO S #; R 2l #E vk M4 IiE R 1 Ik 8: 51 %4k GM-CSF 300ug Z LM 2/H . HETBEVIR e
5E o

2518 ECMO ZHF R A2 31 GM-CSF ZIR N ¥ )7T BN & A UIRE R —F k. B
I Zope st LR B N Pk i, 75 22 2 AT A I E vE A e A 1 Ae e o

ePO-178

& & H A 1 5l

2af. HEAb
HE T = ANREER

B S50 2 — R RS B B DUAE T R A 25 IO BRFE R R GEVE i, TR KA E . 2
&% AE DU A bk B2 45 52 3R 9 R Mo Il R DA KGR B Sk NS AR 2 2 L, Ll R
RIGRZ R, BIRE. Rie. W& IFMENILT I, DUARIE B I — B 255599 &
FEMfEE, AR AIR, IRE R, URiRiE. R2.
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J5¥E @ ERE T, I SCRE >
R WSS F i L, DURIE BRI 1 — BBl 45 90 & JF R, IR XTHZE R,
Em Rz, Ualwis. ®i2.
S50 ST A IR L L, DR IE RSO I — BBl 45 T A JE e, IniARZR B,
AR, DRz, Ri2.

ePO-179

LABH ERBASZ A/ Langerhans 4R 4R 40 BEIE 4 fiE 1

i, FEMH. wH. A SN HIR
SHE NG 5 &t i R Y PR

B #R%3E 1 45 LU B 52 A R IT Langerhans 4 i 2H 23 40 i 386 A4 i (PLCH) HI I PR HRE . #0028
FM, HE% Langerhans 4 g 20 23 40 i 38 A GE AR

FriE KA ZRIE R 56 b 2022 EHG2 1 1Bl Langerhans 41 i 2H 27 41 i 384 A= RE 35T I PR
REAE 23 #1 DA S AH S SCHRIEAT 52 2T

g B 48 S, TR, EROxEMR . MR 2 A7 2021-12-29 AR, HaEr
F+1658 CT $LRFET A M S48 5, FRRHZEMERG A, SRR, IRk EEA K SMEEhT
EYLRTT RORAE, 2 RN ERL . AR IS AR . st A & & AN R
FEFRIM. FEEARE AMGE. bR HREASUIN AR, N AR AERE, B
PERI ARG 2 o il RS A (O ) AN SR ZH U i B4 A= 1R AR, B Langerhans &R, 4
44k :S-100(+), CDla(+). langerin (CD207) (+), A# i BRAF [ 15 S4h & T A R4
(V60OE). H#HWIHiiZ Wi N Langerhans i 414N AN £ R4 % R, 5T MR ET
CHOP. CHOP-E 7R ZXMIT, 16I7 145 B Mkt B 1 .

g PLCH 2IARR: 1, 2 DS BN FEARG B, AR GRS, SoAe
RE, BONFW. LCH 2l =240 T HIR B 5, Fi%dlit CDla 1 (5> CD207 BH%Z1Z M
AIFH G bRUE" . R, BB RS TR I R rR AR HE AR R, 7525 R b DL K 5 I

eP0O-180
—F#h$ 5 BRD4 BYEFE M A EFEAIMER B /R
A4 L iR

FIE. PR, KR EE
)1

B IR HEAE RN (BET) KR —Raerem il oM i iR R 2 R ol F2 s H
EZMBm KA R R A EEEH. REMEER 4 (BRD4) & BET FEM—R, fgs
LB HE A SAEH R AL A, MR R R E Ak, g B . Aot F S
SR Bher gttt fE b, AL RE T b R 40 b R - TR AR AL (EMT) i B 2T 44 40 it
M UREF4EG TS (FMT) , {H3CF BRD4 [IRWBEL AR UL R . A TTH R T —
ZAEL ] BRD4A [RMHI5], &kl —FfhE BD1 ik £MEiH] BRDA B30I 7], R fd
BRD4 #1551 JQ1 FJB ik JE A fE NRHEXT I 254, T4 78 Hpiher ge b e A

Frik (L) fEMRSMsEER, @ik CCK8 SRk T 53 b &msd AT 4 gn i 3G s v 4, A8 1
X} BD1 F1 BD2 (i #EvEiE T, FETIXMAKM T, m&ES: 23b 1E N G947 5 2255 .
Western Blot 142 5 Y SEE R I £E 3T3 F1 A549 i il 4] 44k AH 5 85 LA EMT AHSS R A4 .
YR SIS VRS AS49 7E TGF-B1 KRB N RS 244 LI R R AR L (2) FEARPISEEG A, i F
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SE TR ZR (2mg/kg) @SN RIB A 4EAUBERY, TEEBEE 7 RITIRIESEIIE A2 14 K,
BeJ5 i@ HE M1 Masson % o 31l o it £ 2 44 /)N BRI il o6 235 4 5020 /0 s BRSO AR 1R 97 VE A o
Western Blot £ 452 2 A IS [5] 20 2L/ SR EF 44 B R EMT ASS A AR ML I gl i A R AG:
DA ] 43 2H /0 U 4 2R e ) G P8 AR 85

SER ER RS TR, CCKS8 szt 23b Al R R4 4E40 i NIH/3T3 #%H, WB flf
P or 23b T T 4E4L A< [ (Collagen |« a-SMA. Fibronectin)f{)3it. Itak, 7EMtE
R4 AB49 Hh, RIJRSEES, Western Blot Fl G5 tsise, o 23b A %3l TGFB-1 5l
b -l SRR EEALEMT). e R SRR 4 /N R, HE g IR, 23b o
HI R EGPIRIE, By g miG, Masson Jetarf, 23b 2254 JE4F 4845/, Western Blot Al
AR, F4EfLE M Collagen |« a-SMA B, L7 4iiutr£4 E-cadherin FhiE . (A1 78)0
ifubrEY) Vimentin FEK. FaRAHMIAR F T CUE H, 23b SGEIGAF4EA0 I S e iR 5 1L, FEAIC
fifig 417 MDSC il DC 4 &

0 RSN, 23b AT LLEE Pl AT 4E4E NIH/3T (1) FMT Fifitiy - 7 40 A549 11
EMT, [FIN SR HPUmA 4t gtk . FIATERE = SRS 4e b zniisy, I 23b v Lk
IS 2 2 A0 /0N BRI 98 R AR e 38 A DL B S e A I &L, 7 F, 23b {28 BRD4-BD1 ik M
FlE—MAa T TP A 41k 259

ePO-181

AN B B R ERRE RS YRERR

P XL L. BT SRS, VR AR
R A N REERE

B Z8Hx bR A e 4tk (PF)  BEEYERZF4Etk (PPF) . dE IPF 4E PPF HI4F4EfL 7Y
[ PEfZIR (FILD) « FE FILD [ ILD 53 L& /ST AE Mbr VK F i 2 5.

Jrig WAEFRBE IR 2019.1.1-2020.12.31 (R B IAH B2 ILD BEImR TR S IR IMAE &
G 12 AWE %k, 28 2022 4F ATS/ERS/IRS/ALAT JEIFIEIR, $ZMBIGK. 4%, JRBEMT
Ja Rl CARIZET- AN PPF) , ¥ ILD 43~ IPF (IPF 41) . PPF (PPF #41) . 9k IPF 4k PPF
i FILD (FILD 40> . 9E FILD ffJ ILD (nFILD 41> . ELISA RIS | UK (coll) . TNF-a.
IL-1b. KL-6. IGF-1. GDF-15 /K.

2R PPF 4. FILD 4. IPF 4H. nFILD %49\ 12 f5]. 10 f5]. 25 1 23 {5, IfLiF coll 4374
(33.50+13.47) . (38.13+5.43) . (49.42+17.34) . (29.64+12.86) (P<0.001) . IL-1b 4}
Wy (20.59+48.10) . (21.60+4.35) . (27.3949.12) . (18.76+7.52) (P=0.003) . IGF-1
SRR (37.14+11.26) . (44.08+7.15) . (55.34+19.08) . (36.87+14.92) (P<0.001) .
GDF-15 4355 (415.83+150.99) . (461.00+83.82) . (579.93+178.01) . (406.17+165.30)
(P=0.002) . TNF-a 4> % & (55.04+21.02) . (61.63+11.20) . (78.11+26.94) .
(51.27422.11) (P<0.001) . KL-6 4; %l A (203.61+74.23) . (219.29+32.93) .
(287.68+98.09) . (183.39+73.53) (P<0.001) . @H[axttt, IPF 4 coll. KL-6 %H A =4
EZRAGI R (P<0.05) , IPF 4 IL-1b. IGF-1. GDF-15 1 TNF-a % FILD 411 nFILD 4%
FAE G R X (P<0.05) , % PPFAERTLSiT2% X (P=0.050-0.570) .

g AW SR IPF 4 coll M1 KL-6 &% =T PPF. dE IPF 3 PPF /] FILD. 3E FILD iy ILD. {H
PPF fIHE IPF 4k PPF ] FILD B X NTRbRAR W 2R . T8O HAEARGIEE D>, fa8:
T B 2T DUR R A AR &8
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eP0O-182
LncRNA SNHG12 i8#E NDST1 A= Na e I & 7 4aEa
REN T FHULHEIAR

EWA. A%
N NREERE

H# %) IncRNA SNHG12 7Efifiyf 1T 84 L 74 e (Alveolar epithelial type Il cells, AT2) ZZH1)
hiedE R oy L.

g T GSE28042 F1 GSE33566 UL % starBase i 70 #T INcRNA SNHG12 1 NDST1
E il 21 A 4L 2R () 658 K i 2 TRl A AR F . R INcRNA SNHG12 B AR AL i 2k #5044 b 3
AT2 4iiffd, B-PILFET A YL WS4 5 2 1500 ; gPCR F1 western blot £ Jl4H i+ NDST1. p53
M pl6 KA [A14 S2u W g% [F g 24k IncRNA SNHG12 #1 NDST1 X AT2 4 il 35 % i .
2531 INcRNA SNHG12 7EHAN A It 4F difb dH 23 25 2.3 N . starBase 73 B4 KA,
INcRNA SNHG12 fl NDST1 fF{EZE & . NDSTL fEffLF il B2 B, &2 RBFH N
5% (R<-0.5) . Bk AT2 ZHffitf IncRNA SNHG12 (IR is SEAMELME, HEMALEA
p53 Fl pl6 & &KL B8N, NDSTL ) mRNA I [ # kM B8, 1% IncRNA
SNHG12 S AMMELINLE, p53 Ml ple K HFRIAKT-BEFFL, NDST1 ) mRNA Fl&EHE
R E R AT p-SNHG12 4, p-SNHG12+p-NDST1 #Hit ik NDST1 i¥i# IncRNA
SNHG12 i k6t AT2 4 i 55 & 4 HE .

ZEi8 INcCRNA SNHG12 1] Ag 4 i £ 845 NDST1 FHAS Al 2T 4E4b HEFE b AT2 4Hf 52 .

ePO-183

RUSRIREE TS S B EB R IMAY SLE —45I

wKiE. EE. ML
o [ R 2 A e AL A B AT B

HE RSEMABRIE (SLE) 25 WK E & fpetE g ai 0230, HILMHS2 2R AR FAH 2R K
BRI AR S AL A AR RE, BRI R R, 55 s e e 4 ) R
FHE BRI SLE FEIRIBVEZ S8 RFFSCR K 2 RG], DA S IGIREE X SLE
/U DL 0 2 AL AT AR

R 1k, 208, WA 3 H, K#. ZW 2 7T 2021 4 11 H 3 HABt. 2021 4 8 H
B IS5, 2021 4F 9 H HIUE#H, RiRkmEigm 37.5CE#HiTmE 39C, £ T4 )5
HIL, R, Rl =77, ARBea M MORE RS s HFDhRg: ALT. AST Ftm; CRP IEH,
ESR 70mm/h. S CT Af WA RIS M ZAE. PRIAER DREA, EREsEE, W
MBS M R IBLL & . HEHA B . 2021 48 10 H 23 Hkiz ki, 7% ANA(+)S1:1280,
i ds-DNA(+), T Sm(+++), T SSA(+++), #i rRNP(++), it AMA-M2(+++), C3. C4fk. &
FNEERVPAN EIEWT SLE. MRIEMEE 6. RIEIFAEZ 5. PPIROTTE, M HRCT: XUMiTRIE SERIAE
SETREREZEAE, SALTRIENEIZ 45 RUE 2 (DPB)RIN, 53 WLRUN 22 R /INANSE BRI 53 A 1°) 5 3385 %
SEPESET, BB BN, XCR /N (R B R, AR IEEH IR (B 1) . R
AhlEE %, il T-SPOT.TB(-), ZXAKPIEE Y. TB-PCR(-), ZLAEH FIERIILE, <
BTG 0. BALF &R IR 22 & mNGS SRk R LS5 sl AL B0 . SLE 1697 7 sk
40mg qd iv, BLEFREME. FBEGSEZATRE, YIIGARECE A Gz ff . s 7w, FAF
e, HARRGHUIEZRIEAEE, R 2BiriEbigiziarr. %3 Fakiayy 10 K58
AME HRCT: Ji DPB FECR BRI, XU 2 R 45Tt di /. Ea . R
WERENSIEST SLE, EMIEEME CT, FiAmARZRH R, 1697 3 N I P 28 I A 1
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(Bl 2>, BEiz%E 2023-3-20, WMEETIRIEN 6mg qod+F2 A ME+IRPEIENS, SLE ARG ol
HIRasE o

W TRBIEZASCUE #FF (DPB-like) HMUEAE SLE il R, HETAUA A H %
. BRI ANVTIERZ R, E RN AT AN AL, A R AR 52 B PR /0N ML AL
FIREVESE K. SLE Ml A8 70 B _F o WAk R I LA R R I A B i8I ¥a 9T RSIESS SLE fifi
%2 BRIy DBP FEBURFEBENL A 45717 . 1T IR RAAR R L2 748 SLE KRS RA
FF TR BAESE .

ePO-184
Serum Krebs von den Lungen-6: promising biomarker to
differentiate CPFE from COPD

Aiyuan Zhou,Xiyan Zhang,Rongli Lu,Pinhua Pan
Department of respiratory medicine, the Xiangya Hospital,Central South University

Objective The presence of fibrotic interstitial lung disease(ILD) is relatively common in patients
with  emphysema . This has been designated combined pulmonary fibrosis and
emphysema(CPFE). CPFE had worse prognosis than chronic obstructive pulmonary
disease(COPD) alone. Krebs von den Lungen-6 (KL-6) levels as a biomarker of alveolar type 2
epithelial cell injury, whether it can differentiate CPFE from COPD remains unknown.

Methods From the database created by Xiangya Hospital, 301 patients with diagnosis of COPD,
with or without ILD, were recruited for this retrospective analysis. Recorded data included
demographic information, comorbidities, inflammatory biomarkers, blood gas analysis, and the
KL-6 level at admission. Results of CT and pulmonary function tests were collected one week
before or after KL-6 measurements.

Results Among 301 patients, 82 patients were diagnosed with CPFE. The mean age was 67.1
+ 8.7 yeas. CPFE patients had higher ratio of female(22.0% vs 9.1%, P=0.003) and RH negative
blood type(13.5% vs 3.4%, P=0.03). COPD patients had more chest pain(31.3% vs 5.3%,
P<0.001) but less shortness of breath than CPFE patients(62.1% vs 82.7%, P=0.002). CPFE
patients had lower lipid levels, including total cholesterol, LDL, lower C3, C4 levels, and higher D-
dimers levels. Serum KL-6 levels were higherin CPFE group compared to COPD group
[723.2 U/ml (376.4, 1147.0) vs 333.7 (239.8, 482.7), P<0.001]. Multiple logistic regression
showed that KL-6 level was an independent predictive factor for the presence of ILD among
COPD patients. The AUC of serum KL-6 levels to differentiate CPFE was 0.753, with 95% CI
being 0.688 to 0.817. The cutoff point of KL-6 level was 395.5 U/ml with 71.95% sensitivity and
62.1% specificity for the discrimination of CPFE from COPD.

Conclusion Our study has shown that serum KL-6 level is a promising biomarker to differentiate
CPFE from COPD. In CPFE cases dyspnea and dyslipidemia are worse than those of pure
COPD cases.
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ePO-185
KL-6 levels in the connective tissue disease population:
Typical values and potential confounders—A retrospective,
real-world study

Aiyuan Zhou,Rongli Lu,Pinhua Pan
Department of respiratory medicine, the Xiangya Hospital, Central South University

Objective Krebs von den Lungen 6 (KL-6) is a potential biomarker for determining the severity of
interstitial lung disease (ILD) in patients with connective tissue disease (CTD). Whether KL-6
levels can be affected by potential confounders such as underlying CTD patterns, patient-
associated demographics, and comorbidities needs further investigation.

Methods From the database created by Xiangya Hospital, 524 patients with CTD, with or without
ILD, were recruited for this retrospective analysis. Recorded data included demographic
information, comorbidities, inflammatory biomarkers, autoimmune antibodies, and the KL-6 level
at admission. Results of CT and pulmonary function tests were collected one week before or
after KL-6 measurements. DLCO% and CT scans were used to determine the severity of ILD.
Results Univariate linear regression analysis showed that BMI, lung cancer, TB, lung infections,
underlying CTD type, white blood cell (WBC) counts, neutrophil (Neu) counts, and hemoglobin
(Hb) were related to KL-6 levels. Multiple linear regression confirmed that Hb and lung infections
could affect KL-6 levels independently; the B were 9.64 and 315.93, and the P values were
0.015 and 0.039, respectively. CTD-ILD patients had higher levels of KL-6 (864.9 vs 463.9, P <
0.001) than those without ILD. KL-6 levels were closely correlated to the severity of ILD
assessed both by CT and DLCO%. Additionally, we found that KL-6 level was an independent
predictive factor for the presence of ILD and further constructed a decision tree model to rapidly
determine the risk of developing ILD among CTD patients.

Conclusion KL-6 is a potential biomarker for gauging the incidence and severity of ILD in CTD
patients. To use this typical value of KL-6, however, doctors should take Hb and the presence of
lung infections into account

ePO-186
R EFR A EE IR RAGEESAENSER

TERR L BRININ 20 kMR 20 gkmesg L. RT3
1. e NREERE
2. FBMIR 55— Wb I B= e
3. " H AL EERE

BB 25 520 w48 PR IR A nbE =l 8 e s 3 1) P 25 1 U RS B, SR A 24 i s 4 R R R AR
i o

Tk SR KCE NN R R A HZALRE N, a5 TIEAEEBHH 251045 . 1945645 50 A A @,
Iy VUSRS, AR RS (RS 1-5) .« WEAERER 25405 L (S 6-13) o i
W B HZHRME (Rl 14-26) « A EEHZG M RN AL (A 27-50) o I B A Hik
Zik. FEEMEES (5. -4, -3, -2, -1, 0. +1. +2. +3. +4. +5, -5REMWMIIAFEEZ, +5
RERFIFZ, 0 NABNE) o HEXNF RN FEE R = REEBE AR R ()5 Ml &
Ko KA BT RME LU R 2 R 45 & 1 T A

gER LA S 333 U, YWAMGE TS, S5REEY, BRERER 72 4, TRE
Fitx 161 %4, BRIEFEELEXK 100 4. &wLHBA40 2+, 328 NEikntde ek, 3
Nkt IR e f, wikE R R KEE. EANERERAKES 1 N WERKICHE 7 e
el EE (60 N>« B AERET A (51 A EFFJeRRAAREE (22 N) o HAh (5 N) %%
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STk R I R N e 2 s, %8 IPF. CTD-ILD. JBUT AR RLF4Eib 4> %9 330 AL 2
A1 N B2 REEN CTD-ILD. %F IPF. PPF/PF-ILD. FILD. CTD-ILD. fHP. uc-
PF-ILD. ZPificf4Efk. e CEIEHREM %) JEMer4iib. ARDS Jaef4ift. JEDRBHE 7 AH
Kl F b Ad F ML AR R T I 2, R R P18 4> (BL-5 Z+45 &) 435N 4.55. 4.25. 4.17.

3.82. 3.38. 3.85. 3.48. 3.98. 3.77. 3.37.

g5 Z AR RSt lE e R AR B VS A AR o AN IR Rt TR SR A R R P PR AE . iR R AN
BN, X ENBEAREEARSER RN . KRBT —ERR0E, (B0 FERE R AN,

MG FCESEEAESNE, HRHAZMRETRE S, ¥ RNEEAE. KRR
SR 2 Je it — A e AR DGR R i T — e AR

ePO-187
Assessment of lung deformation in patients with idiopathic
pulmonary fibrosis with elastic registration technique on
pulmonary 3D-UTE MRI

Xiaoyan Yang,Min Liu,Huaping Dai,Chen Wang
China-Japan Friendship Hospital

Objective We aimed to evaluate lung deformation in patients with idiopathic pulmonary fibrosis
(IPF)with elastic registration algorithm on three-dimensional ultrashort echo time (3D-UTE) MRI
and studied the correlation of lung deformation with the severity of IPF.

Methods 76 patients with IPF (72 men, mean age: 62+6 years) and 62 age- and gender-
matched healthy controls (58 men, mean age: 58+4 years) were prospectively enrolled. End-
inspiration and end-expiration images acquired with the 3D-UTE sequence were registered using
an elastic registration algorithm. Jacobian determinants were calculated from deformation fields
and represented on color maps. Jac-mean (absolute value of the log means of Jacobian
determinants) and the Dice similarity coefficient (Dice) were compared between different groups.
Results The Jac-mean of IPF patients decreased, compared with the controls (0.21+0.08 vs.
0.27+0. 07, P<<0.001). Furthermore, the Jac-mean and Dice positively correlated with FVC9%,
FEV1%, TLC%, and DLco% predicted and negatively correlated with the composite physiological
index (CPI). The lung deformation in IPF patients with dyspnea MRC=3 (Jac-mean: 0.16+0.03;
Dice: 0.06£0.02) was significantly lower than MRC1 (Jac-mean: 0. 25+0.03, P<<0.001; Dice:
0.10+0.01, P<<0.001) and MRC 2 (Jac-mean: 0.22+0.11, P=0.001; Dice: 0.08+0.03, P=0.006).
Jac-mean and Dice correlated with health-related quality of life (HRQoL), 6 minutes-walk
distance (6-MWD), and the extent of pulmonary fibrosis. Jac-mean correlated with pulmonary
vascular-related indexes on HRCT.

Conclusion The decreased lung deformation in IPF patients correlated with the clinical severity
of IPF patients. Elastic registration of inspiratory-to-expiratory 3D UTE MRI is a new
morphological and functional marker for non-radiation and noninvasive evaluation of IPF.
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ePO-188

P EI s & MR 4L B & Y NS TH RERETR

SRR Ty WOKDK L BIEZRES 30 AEMEZS . HHE 20 SREIZ. X 2L GKEE 2. HkEE L. = TR L AUl
1. H A BE B
2. EHERERRLR A MY I AL s W R e
3. bR PR A A EH T BR R

HE A8~ R R A 4L AP B /NVSIETRERERS (SAD) MIIRPRERAE . Tl
A7 T -

F¥E FATFENL T 416 1] 2000 -2 2014 A HAHILEAC T wAPH R BeE Fe ) IPF 82, B auk B
N 2016 4 12 H. RATE TEEMANDAEE. IRRES R, MThaess R, HRCT 258 A
SO a R . B3 Logistic [B1JH 3 HriR 5] SAD MITRINA 7. @ik COX AEFE M7k SAD
X T R 520 o

2R IPF H& % SAD MIRARN 39.66%. FEV1 (% pred) Fl FEV3/FVC 5 SAD & #5%,
FEV1 (% pred) #l FEV3/FVC TR IPF &G 3F SAD XIS . &3 SAD 1 IPF 3 5E
T 530, B G R BLE TR A HERE R IPF B h

258 il EiH2 W SAD 7 IPF FR IR AE R 2 40%. FEV1 (% pred) il FEV3/FVC FB&/& SAD
()= BRI . IPF 83 &I SAD [T 5 % .

eP0O-189
Disease Progression in Patients with Usual Interstitial
Pneumonia Pattern on CT with Various Underlying
Etiologies: A Retrospective Cohort Study

Shugiao Yang,Qiao Ye,Di Sun,Yiran Wang,Changjiang Xue,Jing Wang
Capital Medical University Affiliated Beijing Chaoyang Hospital

Objective Idiopathic pulmonary fibrosis (IPF) is a prototypical disease of usual interstitial
pneumonia (UIP) with unknown etiology. Previous analyses examining the disparities in survival
rates between IPF and connective tissue disease (CTD)-UIP have yielded inconsistent findings,
and there is a scarcity of data on secondary UIP types apart from CTD-UIP. The present
study aimed to investigate the clinical and prognostic characteristics of patients with UIP pattern
on CT caused by various underlying conditions.

Methods A retrospective cohort study was conducted, enrolling patients with interstitial lung
disease exhibiting a high-resolution computed tomography scan pattern consistent with UIP or
probable UIP. The patients were categorized into groups based on the etiology. Demographics
and laboratory data, as well as annual forced vital capacity (FVC) decline and transplant-free
survival (TFS) rates, were compared.

Results A total of 591 patients were included and classified into the following groups: IPF (n =
320), CTD-UIP (n = 229), asbestosis-UIP (n = 28), and hypersensitivity pneumonitis (HP)-UIP (n
= 14). The average age of the whole patients was 65.9 years. Age, UIP/probable UIP ratio,
pulmonary function, gender-age-physiology score, and composite physiological index were
comparable among the four groups at diagnosis. Elevated levels of serum cytokeratin fraction
21-1 were observed in all groups. The median proportion of neutrophils in bronchoalveolar
lavage fluid (BALF) also exceeded the normal level (3%) in patients with IPF (29.0%), CTD-UIP
(30.0%), asbestosis-UIP (23.5%), and HP-UIP (22.0%). IPF patients showed a more rapid
decline in FVC (133.9 mL/yr) compared to CTD-UIP (24.5 mL/yr, P = 0.001) and asbestosis-UIP
(61.0 mL/yr, P = 0.008) respectively. Sub-analysis of CTD-UIP revealed that patients with
rheumatoid arthritis-UIP (88.1 mL/yr) or antineutrophil cytoplasmic antibody-associated vasculitis
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-UIP (72.9 mL/yr) experienced a faster deterioration in FVC compared to those with primary
Sjogren&#39;s syndrome (pSS)-UIP (25.9 mL/yr, P < 0.05). Kaplan—Meier curves showed that
IPF had the poorest prognosis (median TFS: 55.9 months), followed by CTD-UIP (66.7 months),
HP-UIP (57.5 months), and asbestosis-UIP (TFS not reached). RA-UIP or AAV-UIP did not
exhibit any prognostic advantages compared to IPF, while asbestosis-UIP and pSS-UIP showed
better survival rates. Cox hazard modeling demonstrated that advanced age, a radiological UIP
pattern (compared to probable UIP) and lower pulmonary function values were independent risk
factors associated with death or lung transplantation in UIP patients, while asbestosis-UIP and
pSS-UIP (compared to IPF) were protective factors in this cohort.

Conclusion Patients with UIP stemming from various etiologies exhibit common features such
as advanced age, elevated serum levels of CYFRA21-1, and increased neutrophil counts in
BALF. However, there are notable differences in the decline rate of FVC and TFS among these
patients. Specifically, UIP associated with asbestosis and pSS-UIP exhibit slower disease
progression and improved survival rates compared to IPF.

ePO-190

Mz BREPRRFRE IPAF §HERFBEPER

E FHE
RIEBERLR I w2 — B2 B

HE IPAF B3 B EER H B R E, (HIX SR SN B LS W N R — e s 4h 1 400 . B
AT IPAF R ARG PR 0 S 3697 T IFE R« A SCEEIRIE 1 Bl e R IPAF B3
A E IR R IR AL, N IPAF RIS %,

T BB IR 10T R R R It & 28— R B AR Be iz W IPAF B35 IR 55k

SR B 34 5, UK. %k 2 B, INELEIRIR AME 4 KT 2022.8.10 e AR, ABE 2
AITCER I Wk, RAGWEL, 4 KATEH HIRE A . ToRE . SR WU 1S90
AR, TEAESE . ABEfiA: R 307k SpO2 80% , XU M EEE . KIS~ 4 (3L/min)

A4 & 75mmHg, A ALEE Y E 36.7mmHg. Ifil % . PCT KEIE% . ESR 56mm/h.

CRP 49.9mg/L. WEEAMMIEE AT IER « ABilli CT 7= XU TRIE A1 BEIEL,  JR /N (8] R g
o IR BOER MNGS: &R (& BkE OFsIE 7)  Juizdiik 19G B G 1:320) .

SSA HiiRFEMHYE. Ro52 PuiksRfHM: . PM-Scl75 Hifkggit:. EJ Hriksmpa it . RULE 1k

LDH 330 U/L, CK. CK-MB IE%# . KL-6: 5664 U/ml. HT-#t= HAb AR, HRETiZHE A
IPAF. AFija P Py, WL 1000mg &4 3 KEES SIS ERE [ 259 # ik 5 K His
HRIT. 1 BEEAENM HRCT 70Ul [a] Fi i SOEYa YK, wiE Ut g . InH s %= H iR %
PEHIRIATT , ST B W T A T e . 8.26 TR T HIR B % 500mg A S BR R 1 20g H
tHiRIT . 8.31 WRUL A MERA B ME, TIAIFFIRAUAHBNES, 47 3 KK EHIRTT, RE&IRIEL
IR ISR AL, 2 HEEETIT2R BRI .

g0 50 H S SIS EER A BT R AL, IPAF BEARRER, k. TR NSIP H3E
Fel s v . A B B iR T3t Ro-52 & EJ FifkBHiE:, Ro-52 HiikPHMEARN B R 7, X
PERTIREAAE H S i . EJ PRI E BB PIALEGE (ASS) MRtk —, Hix
BHGZ MG LT HnIRSERERIL, AELLZWN ASS, HJGHE DIk L HAh
SER I, A5 R RN R ENUR LA PR ZE G 1E. IPAF IRYT MBS — & IR K fq
MHETE, 097 ELL CTD-ILD MRS MGl riE M 1P WPt 4eiuinyr AR, AR¥E L
CTD-ILD HIGEHGNAIT &Y, HEMERES . BN XAk nd n ey —28 254, F % & Byl
5 S ik TR Tl A1) 41 75) T REAE MEVE PR AR . MR B v /E oy CTD Bk IPAF & ™ EIEIL
TR I AR ROE T o 2R B R 2 B I R A I B I R IR PR . e AR T 5%
PRI T 2 58 SCRRFRAE X T S 2 0 vE 7 T0 O, ELIFIR D RE AL BB 2, 252 i 2 B 3 J8 3
HIAEAF R m T R E
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Mt IE FEREE S I JIAK2 FiE L E /MBI IRE RS ITR

EF. AR, e ki
HIRARER

B B WAL e JE B 2 75 AT 3@ PO JAK2 Rk R/ IN BRI 4T 4E AL FE BE K AH ML o

Jrik iEH 30 A 8 JHUE . EME C57BL/6 /N, BENLEL 10 RAEAXTIEA, Hi 20 HBdSENE
A NI R 2R Il & AP A Y, 3k 20 /N R FEREAL 2> v 10 RAEAYZH, 10 Atk
JeWRdH, HELLLZG 3 AJGAAE, UEMHL MM, Wit HE fl Masson Jett, F i 5 60k A I
2R B s e RO R R L JAK2 [k it B (1 i 2 ENIE (western blot, WB) Al
fifit Fibronectin. JAK2/p-JAK2. STAT3/p-STAT3. a-SMA. TGFB-R2/TGF-B1 [{#%ik; ELISA
A2/ RUE  TGF-B1. SP-A. SP-D Fl KL-6 [F7K 5 ASAS [R] 94 B nbt Al Je i xsf /)~ Bt it
18 A MLE-12 3G M52 bR JefR -+ MLE-12 J5, WB &l Fibronectin. Collagen-1.
JAK2/p-JAK2 I TGFB-R2 [ FRIEZK -5 Hill p-JAK2 ()5 58 FE A E AT o
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W JE R A ) IR R, BRI N Y Fibronectin, JAK2/p-JAK2. STAT3/p-STAT3. a-SMA
Al TGF-B1/TGFB-R2 FE /KRG, MiE SP-A. SP-D Al KL-6 thi¥ i, mtAkEEE ] i) L
WE AL, AR (0.05. 0.1. 0.5. 1 815 mM) 2»5EHT MLE-12 J5, #HR0E /1357 50%
PLL; TGF-B1 (10 ng/mL) Il MLE-12 RiA T £ 4Hifa 4 £ (Fibronectin fil Collagen-1)
p-JAK2 KEFRIETEZLN, AR R aT X Mg FE .

gEVe MR B @ 0] JAK2/p-JAK2 SisA2 /N BRI AT 4EAGAR o FOL ) AT 8 A2 ntt Al e i i
#] TGF-B1/TGFBR-R2 MI#ik, T T JAK2/p-JAK2 K, oh T I 4eiviefE. $n TGF-B1
5 JAK2 PIAME 518 % 2 18] T BEAZTEAH ELRZ A G R o

eP0O-192

PR A LN S H MBS ERISRTHR

L BERE A% 25 =

B Re R4tk (PF) & —MEdy IR Es, A IFishkmE (PAH) 1B #HFlE H 2.
PAH R ESE IPF BERIZEhTAEN . MiThae BT E 4% . Kk, IPFPAH JLi5
CL AR A7 3 5

JriE #E Pubmed 2 MR FELRA IPF A IR R 2R

LB IPFPAH #0455 3 dlilimE, & XN IPF 5K, PVR>2WU, £ BN mPAP>20
mmHg, FECAGIER. 03 . IPFPAH FIRIRALH]E K B 5 W IS4 . E58. FH)
B0, RN ISR AR RIS S AR A 28 1 Ml sl ik i i RO B R EE R &R . (—) IPFPAH [1)
PRI ALE], (=D RIENLH], (=) M EHRENE . (2022 ESC/ERS ffighlikm K i2i6 6 )
AN IPF AHOE PAH S M F 22 50 AR YT s AN NP AHoE PAH B3 A B GO, X TFfF &
% PAH [¥] ILD B# v 5 A PDES #iil7, fEAEHE PAH 1 ILD EE AR, {HZIE
PG AAEFAT, & PAH FO AN AR 22 ILD M58 PAH S22 B il 7 MR AFE
IT o
g5t T BBV E RIS M A, PAH B IPF B WK IR RE, (B2 V12 B i sh ks &
A B, ST 9B PAH [ ILD B3, AU IS F At F T PAH 1925
Yo XTHEE PAH, HEAOEINREMSEEXN T PAH PG A AHEER ILD B, Bilf
2B PAH O TIPS, M SRR, R @ T RCT WH5
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eP0-193
[ #ENERPBER-MERY. BRE. TREAME
PIER?

WE2., ZRE. L5, HEE. 55
AR S -LER R GRIID

B @I 0T 1 B TR EE A E 4 R bk B B A ()5 P i 28 B R4 1 5 | ARG B IR A8 3 I PR
fE K2R, EERKELERSREYR, 46 CHkES, NHSEL. HTiits%.

Frik gl R E S LR e R S fE EE DR 2R 1 9T g A ik 2k i Uk E 200 k2 ) e A
A B B MR TR 2R R AR, A SCIRE AT T, BEE TR G4 R
AHRRAPE PR 28 . & FEHEAR S PIIRIREHE . 2B 05 s IR TT -

g B 29 Bactk, WOTIRTFWME 3 4, = /1. R M) 2 A" NBE. BEs R 4= Es
CT il KEMFEIX (B 1 WERIZ K REEE (B 2) o WRARMA: SEHE
PRI S, NG EITRE (B 2) o Fi SSA HikBHTE (+++) , Hi SSB HiikFAM: (+++) ,
Pt RO52 PUkBHME (+++) , JBARSEIRE: B NEF AT 3 ANREYIIRREE (R4>50 45

(B 3) . WM AR 4mm, AR 3mm; BRI E: AR 1.3s, AR 1.2s. %5
BB N IVE AR BT DA (] RN S S R R B R A (B 4) o IEEE R AN i 4y
2. [ 206x10°6/L, TR E 4> HL 54%, FAZ-ENERILE L 27%, R E
19%, MERSPERIZHMIE 4> E 0%, ZE4HM 2000%1076/L. 4540 S MG IR T 45 5, 2 W N T1ges
G AIE gk A Ik B A Mo v ) SR R SRl AR E Sl T s ANE R PR, IR mE . TR
& 40mg #Hi qdx3 K; sRAIFA 30mg AR qd —H. BEME 0.2g DR bid. #M#EIT, 1 A&
HOA IR AR, IEE P NIZE, TWRIEE. BAIER, mHIER. DFRTF8EE. ¥
FIRE B RFA 20mg DAREER,  H BTG 7ERE U7 S 2R o ] .

g SRR IR, TR A v SR M T I 4 2 TN E R R, IBR'E B SR T

RF/NERBE, FIEMMHIME. TRESIEMNRIUNZ K BIEHRA, WG5S ] RIHE R
Jifr, PR RS AL FBURALS], (A PR

ePO-194
Selective bronchial occlusion for the prevention of
pneumothorax after transbronchial Lung Cryobiopsy in a
pulmonary alveolar proteinosis patient: a case report

Huaman Wu,you li wen,zhi ping deng
Zigong First People's Hospital

Objective The diagnosis of pulmonary alveolar proteinosis (PAP) is based on biopsies.
Compared with other methods of taking biopsies, transbronchial lung cryobiopsy (TBLC) has a
higher diagnostic rate and the likelihood of pneumothorax. Selective bronchial occlusion (SBO) is
an effective technique for treating intractable pneumothorax. However, only limited data available
about SBO for the prevention of pneumothorax after TBLC in PAP patient.

Methods we report a such rare case with literature review.

Results A 49-year-old man, complained of recurrent cough and tachypnea, his symptoms didn’t
fully resolve until the diagnosis was confirmed and he was treated with whole lung lavage. Our
patient was ultimately diagnosed with PAP by TBLC, but not multiple tests for bronchoalveolar
lavage fluid (BALF). The patient was discharged quickly after whole lung lavage, which thanks to
the fact that he did not develop pneumothorax under SBO.
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Conclusion This case illustrates that TBLC is a supplementary examination for PAP, especially
for those in whom BALF results fail to confirm a diagnosis. What's more, our report highlights that
SBO is necessary to effectively prevent pneumothorax during and after TBLC in PAP patients.

eP0O-195
Anti-MDAS antibody dermatomyositis-associated rapidly
progressive interstitial lung disease patient complicated
with mixed connective tissue disease: A case report

Huaman Wu,zhi ping deng
Zigong First People's Hospital

Objective Anti-MDA5 antibody dermatomyositis (DM) is a special type of myositis, can
potentially cause rapidly progressive interstitial lung disease (RP-ILD). Mixed connective tissue
disease (MCTD) is a complex disease with different characteristics of autoimmune connective
tissue disease, associated with ILD. Both are rare diseases, and there are few patients with both
diseases have been reported.

Methods we report a such rare case, along with a literature review.

Results A 71-year-old woman, complained of palpitations with 2 months history of rash around
her hands, extensor surface of right elbow, and the nape of her neck. Subsequently, the patient
had acute exacerbation of dyspnea and tachypnea. Anti-Ro52, U1 RNP and MDA5 antibodies
were positive, the presenting evidences were suggestive of anti-MDA5+DM-RP-ILD complicated
with MCTD in a patient. Our patient deteriorated rapidly and had a fatal outcome, despite ‘triple
therapy’ for RP-ILD.

Conclusion This case illustrates that patient with coexisting anti-MDA5+DM and MCTD have the
former’s typical clinical manifestations, and may develop ILD quickly rather than slowly as in
MCTD, especially the coexistence of anti-R052 antibody.

ePO-196
—IFIZE Bfi—LATTH MDAS $i kPR R AN S48 5% (B R 14
fhim B &S RE

B HIR. k. FEAE
H RN B APRTISC 22 V6 il X 5 e

BB R — B2 Bt — 26767 51 MDAS HuAA BH T WU M Bz JUL 28 AH 5% 18] 5 P s 285 112960
ES

FriE i@ R SCHRRBIFSEIT 78 77256 — 3T MDAS A4 B 1 JC VLI 14 5z JUL 98 AH 2 8] J52 4 it
R ST I AR T B A R

g BE 49 B UME, FERYZE. FWEME. YUKW, WSS EME 1 57T 2022-08-08
NPt BR: XCFARITT . TN A& A BB Ab v WL Gottron 72, XU &3, AT K/bE
TG . M HRCT AJ W XU RGN Tz UM B . NSIP+OP K. FFVC%pred
67%. il B WREANEE 5 23.58%1; REEREE G 29.90g/L1; #&EMA: 1132.5ng/mL1; Al
MRS 56.2 WU/L; FLERMARG 391.5 IU/LT: dikxbifk (+) 1:10000 #%¥ MK 4R, Bt
RO52 #iifk (+++) ; WL PLiAE: $t MDAS Hifk 1gG (+++ 161.58RU/ML) . BHHfIZ I it
MDAS it A4 FH 14 T6 WL 1 Bz L2 £ 1) ot 14 i, 7 LAFRIR JE e 80mg (D1-D7) +F) % # i
500mg (D1) +fh5w3ia] 1mg po bid+ 7Bk 67 5 BE MR IELFE, RAR B+t
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LRI ERRIRTT . FEREETIIUEA (+) 1:100 HZPOR 2Bk, T RO52 Fifk (++) , #i
MDADS #if& (++ 86.13RU/MD) , Jg#E HRCT Z s XU Tl BEBE I . 4H I8 52 20 B 2R A

58 i MDAS HUARBHPE TG PE R L 28 A G ) s s TS A 22, ARV YT I A2 b 75 A 191 ) S 2
FHIE (Gottron fE/AZ) ANF, HFIPT MDAS FHYERZ LA KRG, RERITRIIR. HilfEE
HEFZRIRIT T RAREIAE] 100%3A77 BT, NARFEHT MDAS BHHE L& MR, EHEEN
IMEWIRTT 7%, REIRIT IhE

ePO-197

ZACIET T 5 BB A PR B £ 4 AL SH IR RO B W 5%

77 S I

P 7 R R S U7 R B

B S0 2 A i 8 AR B R A L il 21 44k R LRI 72, il £ 44 SR 08 7R 7 R A
T RN SRS 4 6 Ja1R/8 i EErE C57 /N BENLIS /3 x4 (Control) , k& E (BLM)
H% 3 LA BLM #l¥ 6 4L, 4rH{Eists 3 A6 FEUM414147 HE. Masson 444 . Ashcroft
Yo, S AR RS B ALy T cptl Fik. AN B EFR K A RER 57 /MR
JEACHH AT e, TGF-B1 RIS, 44715 TGF-B1 52&iiedk, F cptl )5 &b B84 i,
Western blot £l Collagen I\ a-SMA. cptl [ E/KF; FzzGEN fitc-Collagen | FEHUE ML
ROS & & MitoSOX; ghm (R I A P i 7R 25 &

SR ANSER: 6 AI/NRZT T BLM3 AL 4EfL W] 2, cptl Rk, 457 BLM6 JA 4T 4L A
FERE 3 A REE, cptl KA 1 8 A#/NR4 T BLM3 LT 4EfLil R, cptl FRiEmb,
457 BLM6 FL4EHEES 3 AW R ER, cptl KIARNIEIN. AHbsLE. 2R T, &
A AT A A A 1) VS AR S B AL 2 BHL, I LTS AL BT 4 40 A 1 AR 35 AL R A 0 B SRR B2 Bl
A BEL LB 775 A AT 2 240 L 1) AR TS AR S e LA IR DT RR AU S i A OG,  [FIRTIE IR B AL 24 4l i
JRERE; Ak T BEE i T 2R A ) 8 BHLE VS A BT 4 4 ) T A TR A A R DR B o

g LT, BIR B A2 S EE L RAT 4E4N i M A TS AR FE A0 SZ B, I ELA ) R R
TRE, BEim 0 LT b I8

ePO-198

ETIEREEE SRR S RO R EMEREMEHREEE
FEREBRRTRR

Rl GRIES PV BR

P SR BEEBE [R5 a1 B

B i3 TR E# S (Symptom Management Theory,SMT) [ 4E S4B 5 S 78 52 3]
Jo P it s B8 T B R FH R

T EPEARRERPIRL 2021 4F 1 H-2022 4 9 Hmti2 1) 84 19 8] i v it s s A g4, 5 2020
4 H-2020 4 12 H 20 79 B85 PR B0 b . X RBZH 25 7 AR 224 B, WS4 AE X)
PR A R AR E BG5BT AR B i B3 T BARAE 1 S 75 B A v e 4 B ) Rt
PSRBT X 1 BP0 i, 6 EEPZH- T . 90 3 H e B AR B E Sy . HIRAERIER. 4
B R  EREGE Y

g8 THRTWAAEREE . BRI P EE VRS IR EGE VR X T2 R TS
R (p>0.05) ; FHEHAETERENS BRUEEEIE . FEW R ARG
PWoaEm T iA, EREERITFE X (p<0.05) .
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SEiR R TOIIRE R VG A SE S R T SAE AR E IR ST A R T N ROR 3, WA AR
S E IR PR & B BRI, T B R, o IR, AR IR IR

=]

eP0O-199
Pirfenidone alleviates pulmonary fibrosis in vitro and in
vivo through regulating Wnt/GSK-38/B-catenin and TGF-
B1/Smad2/ 3 signaling pathways

Qun Lv
The Affilited Hospital of Hangzhou Normal University

Objective Version:0.9 StartHTML:0000000105 EndHTML:0000000697
StartFragment:0000000141 EndFragment:0000000657 The purpose of this study was to explore
the therapeutic mechanism of PFD for pulmonary fibro_x0002_sis, so as to further supplement
the drug mechanism.

Methods Pulmonary fibrosis mice models were constructed by bleomycin (BLM), and TGF-31
was used to treat human fetal lung fibroblasts (HLFs). Then, PFD was added into treated mice
and cells alone or in combination with B-catenin vector. The pathological changes, inflammatory
factors levels, and Collagen | levels in mice lung tissues were assessed, as well as the activity of
HLFs was measured. Levels of indices related to extracellular matrix, epithelial-mesenchymal
transition (EMT), Wnt/GSK-3B/B-catenin and TGF-f1/Smad2/3 signaling pathways were
determined in tissues or cells.

Results After treatment with BLM, the inflammatory reaction and extracellular matrix deposition
in mice lung tissues were serious, which were alleviated by PFD and aggravated by the addition
of B-catenin. In HLFs, PFD reduced the activity of HLFs induced by TGF-B1, inhibited levels of
vimentin and N-cadherin and promoted levels of E-cadherin, whereas B-catenin produced the
opposite effects to PFD. In both tissues and cells, Wnt/GSK-33/B- catenin and TGF-31/Smad2/3
signaling pathways were activated, which could be suppressed by PFD

Conclusion PFD alleviated pulmonary fibrosis in vitro and in vivo through regulating Wnt/GSK-
3B/B-catenin and TGF-B1/Smad?2/3 signaling pathways, which might further improve the action
mechanism of anti-fibrosis effect of PFD

ePO-200
M3 VEGF-D 7E b B ERLIER T 82 i 5 la K 4 &
B AR

REAUHT. ST, BE. XA
MBS B 2 — BB

B R 70 s N 4 K B 7-D  (vascular endothelial growth factor D, VEGF-D) 7Ei#kEE L
J& (lymphangioleiomyomatosis, LAM) % F & 57k 18 1 14 il s 4 12 Wi b AL, gk — DR
f VEGF-D 5 LAM i 15 7™ 55 F2 B AR AH S o

HiE KM A VEGF-D #llid#& (£[EH R&D Systems Aw]) , i B G028 W B 56 4 i A v
OE 2020 4F 9 H £ 2021 4F 12 AHPIRELZH 65 6] LAM & G2 HT AR HE4T mTOR #%)50iE
J7) + 234 BHD H3&. 12 i LIP #& . 54 LCH H#34. 66 Filfili i B A1 50 il B E & 1)
% VEGF-D /KF. KH SPSS 20 Suit/trikst, X VEGF-D KF#AT4it 200, &R
TR S AR
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ZER LAM B g IR 5 4 VEGF-D /KP4 51 (1523.74981.2) pg/ml fil (363.5+111.7)
pg/ml, WA ZEFHALGHH#E L (p<0.001) . ROC ik AUC & 0.9010, Il ¥{Ely 584.6pg/ml,
HAURE N 80.95%, FERMEN 96%. HARTRIE IRV g A A (BFE: A4, BHD 45
HAEH . LIP 44F1 LCH 1) VEGF-D /K258 (368.2£160.2) pg/ml, 5 LAM E#FHHZEFMA
B4t & L (p<0.001) . ROC HiZk AUC vy 0.9052, II&%{E N 816.2pg/ml, HAFUKE N
71.43%, ¥Rt N 100%. &3F TSC B LAM #E& K VEGF-D K TP T kR LAM HE
(2418.66+901.98 pg/ml vs 1532.84+1089.07pg/ml) ; HA 'SR IECL T LAM B
] VEGF-D /K*¥FN (836.21+696.63) pg/ml, KT L5 Fig LA R4 (1706.54+1136.45)
po/ml; HAMMECRK S LAM E&E 5K ESMP) VEGF-D /K125 A K (1454.71+924.78
pg/ml vs 1201.66+1616.06 pg/ml> ; A FLEEM 1K B LAM &35 3 2 & T 06 7L B W
(2233.58+1568.36 pg/ml vs 1425.04+967.97pg/ml) .

g LAM BEHIE VEGF-D AKFRETm, Ferthat, vfEN LAM 55 3 ik
RO RHE W ik . (HBURMEAUEES &, 8% VEGF-D /KT 800pg/ml i, ARHEE
LAM, Zit—5 45 & HAhIG RFFIE 5 B 4 A E 2. BEFRIL, LAM B# 1) VEGF-D /K5
BE MR EAR ARG, WRT ARG TEE, GBI R, FLERMSE, REREEVT
PR M TF B

eP0O-201
PSRRI b BR MR 3 A E R B SRR B B A ¢ -
Bouly, RAFIEB S

BRZEL XA
N BERER 2 B 5 — = B

BB 45 40 20 23055 Bt AH G 18] Bt Bt (CTD-ILD) LI 3 5k 1 1k 3 0 20 g 3 LA A0 140 9k 2 200 i
B A ¢ (lymphocytic interstitial pneumonia, LIP) , fEIEAR FEFEN, WA _E T4 Ak R %
gk R LIP, HAgk R H ORISR W ARWFF B EXT kR PE LIP [ PRAFAE A4 51
LB TIR YT, N LIP (IR R S VAT SR BLAE IE B2 225

Jrig JEI EIEE AT 2020 4 6 H E 2023 4F 5 AR M ERERF MR 5 — RN R, St
PREFAE . SO B2 32 B4k R LIP B 32 FIAREE AR (LAM) E#E IR TR,

iGNk R LIP MIIRIRRRIE, 25 LAM S512 W

ZERL 32 fi] LIP B FI4ERS N 44.10 % (Vi 26 %-66 %) , 1V 1 BB 1EEE, 31 Hlithg,
(DLIP B R ERIUONZW . REA0E, A RH B, WiRl; LAM B350 R 2R 2 R
DR IEAT PN B R PR L ), E AT B AR L IR R, AR R L, R BERK
PSRN BE FSMEER . S TOEIR B, AR R IR R, QLIP EBE 6
Ty RN ZE TR A I S TN REREAS AL R SO RERR FE 2245, (H LAM & M Th g & R BN H %8
NERGES RIS LR BTh e 24, 1EH LAM FliThAe 28 KT LIP FA%1. 3LIP ) HRCT
I WU HI 7RI PR BB, SCORUE IS R E SN [ R E, wlA /N RN,
BUEZ R KA RN . LAM ) HRCT E£HUN: BT 0 A (v & R e 5,
I A A 28 il o 30 SR ORI e o A, R BERERC T, RS, WEEESLRZHEREE, b
BEMGRTE . OLIP 535 5 MR IEARE 55 bk AN IR J - 8 B i e i (>50 MkEgnpit) .

LAM FIFRIZ & AT SURE A A . AT 7C R, IR E R MU0 R8s A PR B i 3 PN B2 2B
KA1 VEGF-D & i, ik FE € X 800pg/ml. FATH CLFfii2 LIP A1 LAM [ Hg 46 i
VEGF-D 47 % th. FHERIA H 282 LAM 1835 K% VEGF-D kT 800 M5 AH, 1M
Wiz LIP 83 ) L°F B #3M% T 800 Il S -
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S50 LIP JEURI8 MR R R h B — R 52 IR A, LR LIP IR 8 W, JE AT MR
BAEARRTH . LIP Bl i T Z R 3k, WK LA 5 RIS, RARYE IR AR, I
FeEab, SOmER e, BIESE LR AH %5 .

eP0O-202

SRR A AN _E R R TR 1

Sy Xk, Epid
WPEERBEERE CLPa B 2Rk Be)

HE Bt - RE4E T (minute pulmonary meni-ngothelial-like nodules, MPMNs) 271 il
BN R AR AE, @ EREEUIBR . I DIBR AN 7 ks B A A P AR AR I, BT 1960 ik
8. %I R A AT M AR MR, R 2 IR, R RN HR B2 R I i Y A
CET BB AR R, BRI WAL, B4R 0.1-11mm, fE &M IE AR, A [ ANE A .
H B Z0 KR ML AN B A, 5RI8 0 MPMNSs SRR N TR I8 P i B L B R R BE A2 005, 2t S
D, AR E — 1 F 8 12 W 0 /R 3 e ol o - e e A 1 A5 1 451

Tk A, 67 %, FRMKIRIINUNSETT 3 AT, BEA: 20 FE AT A IS AT A AL A Y)
Ko “FRERIHBAEEIR, U 3 AATHE CT KB TRIE LSS, WiEakiG ST, L. <
B MEIMAERER . EAR: WE, KR, B, XUMIFIREE, RIE KR FEESE, O,
JE#TCRIMEARAE, XU T K i

ANBE GRS T M3 AT %0 8.6*1079/L, FEES I ki 40 it %k 0.06*10M9/L, M4l H
126g/L, M/MRT%L 275*1079/L. HEZEHR 724 12.7U/m1, HARMRAREM TR E . B
o KIEPUIARNIYE. MiThede Ml hRe R BEhae IEH . Mds CT el (B L 167 AREEk
AZ, SR A L 2 U RIS I A A BE BRI S T s 3R A IR B 2 kNt ER A . BRI
XA 35 350 10 DX R] DL EAS i ok L 4, 543G, Al Ik R g g h o R R B it 22 25 1 --T-
RADS:3. AMEM: LI VARG, RTARNLFR, A7 6 mEitkg i--BI-RADS:3. kil 5k
Fehig: SUMAL. TrE R E R R e AR 55 2 RS SRR A, AR . fTHT
SCORE BRSO RAEENCE, TN R 3R BSCRUEAT IO R R R A S A UM AL, AT
ERETIEAS AR (TBLB), HUA 2R (B )i i B (RF R e )

SR 4N e R BRSSO R g5, AT L — SR R A 2 SR AR K
PUER . NI . PSA JetafftE. % b:AET/AE3(-), TTF-1(-), CK7(-), Napsin A(-), P40(-),
GATA-3(-), Mammaglobin(-), Vimentin(+), CD68(-), CD34(-), ER(1%l+), Ki67(% 1%).
EMA(+), PR(+), CD56(+), SMA(-), SSTR2(+). ZEi&@BEMER. FEkt. A Rk ith, &
A MU B B RS R AE, HERRFLIIE ARG B B, SaRBE IRHE a2
b g 92 A i o S B SRR 1 A 5

g AT RIf, BHRARIGTT, BFiE 3 AN CT 2GR L, MERTCHH B4, 4k
SR o

eP0O-203

UM X B R MR RS SRR B E

FER RN S
1 R B2 R
2. IR BR 2 R MY I s

BB JRPER 2 (P ZE kMg (ILD) w B B W e, WP A58 4 & 1 il 21 4 4k
CIPF) RV AR 2 [a] 5 4 i 98 DA R A S0 JER DR A 1) S PR Al 28 Cu-ILD) &5 o FROBHa) 5 4 i 393 &
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TR, BABIBIRNELER NP S SAEKHE], Rt B, ZOmPLTaes 1P 2
[V RIAFAE—SE ARG, R B SO AR O 1) S5 PR 8 " AR &, IR0 R0 DR B A R A
JiiE BOMHOY 5 TR 2B B SV, ISR E ML OB . BB TS A B A
AR K, EERD NRIRE (CaS04) , i T/K, AR AWYIRTIE, 51E=RMES
WA, RE LR -EREERER S LR (EMT) S AR R A TE R F %
B T 2R R EWEAHL, 2 WP b, FUTHRNLE SA s, BHAR . AR,
PRAERA SR R, BT PR SR A9 BOMAR S 8] 5T A 287

R PALELEE. AN, SEEABL, HOMRE R B R K AR, W RS KRR R 2
JEARDG o “BOMAR O% e 5 A 287 i ARG ON £ B IR RAEIR, PR IR #H 4, HRCT DAL AR
BRSO N, A REICERIL, WEBRKE T EEE Y. ZREEEMERE 20-30
UL 2B F i s, (EUPRHA s R H Al S AUk Sl e

S8 BT SR ) 5T A 28 2 J T HR MV A 9% 18] Bk it 28—, FLROE B PRAEIR AR AE A — e
bk
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