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OR-001
Acetyl oxygen benzoate engeletin ester alleviates
pulmonary fibrosis by promoting KLF4 degradation via
TGFB1-smad/p38MAPK-Inc865/Inc556—miR-29b-2-5p—
STATS3 signal pathway

Pan Xu'. Xiaodong Song?. Jinjin Zhang®. Hongbo Li*. Changjun Lv!
1. Binzhou Medical University Hospital
2. RN BE 2Bt 24 5 B
3. RSN B 2= B R 2T T

Objective Pulmonary fibrosis is characterized by progressive and irreversible scarring of the lung
and lacks effective therapeutic drugs. Therefore, discovering new and effective drugs is urgently
needed. In our previous study, we found that engeletin has anti-pulmonary fibrosis function.
However, engeletin has poor water solubility. And it also can be easily oxidized and discolored.
Therefore, our team conducted a series of optimized structural modifications to prepare a new
compound, and we named it as acetyl oxygen benzoate engeletin ester (AOBEE), which has
stronger activity and better stability and water solubility than engeletin. This study aimed to verify
AOBEE had the effect on anti-pulmonary fibrosis, and proposed a long non-coding RNA (IncCRNA)-
mediated mechanism of its action.

Methods The anti-pulmonary fibrosis effect of AOBEE was confirmed by microCT imaging system
for small animals, HE and Masson staining, pulmonary function test, real-time cellular analysis
(RTCA) and wound healing experiments in bleomycin-induced pulmonary fibrosis mice and
transforming growth factor-B1 (TGFB1) -induced L929 cell model. Furthermore, whole
transcriptome sequencing was performed to screen out the differentially expression of INcRNASs in
lung tissues of mice in sham group, bleomycin induction group and AOBEE treatment group. The
anti-pulmonary fibrosis mechanism of AOBEE was confirmed by gene interference, rescue test,
luciferase test, protein degradation, signal pathway inhibitors and the Cignal Finder 45-pathway
reporter array.

Results 1. Anti-pulmonary fibrosis effect of AOBEE in vivo.

MicroCT imaging system for small animals in vivo showed that both lungs of mice in BLM group
showed diffuse reticular blurring, while AOBEE treatment group could significantly reduce the lesion
range of reticular changes. The results of HE staining showed that the alveolar structure in the BLM
group mice were damaged and accompanied by slight inflammatory cell infiltration. AOBEE
treatment improved the symptoms and alveolar structure. Masson staining demonstrated that
AOBEE significantly reduced collagen fibers compared with those in the BLM-induced group.

2. Anti-pulmonary fibrosis effect of AOBEE in vitro.

Real-time cellular analysis (RTCA) and wound healing experiments demonstrated that AOBEE
inhibited activated fibroblast proliferation and migration compared with TGFB1 treatment alone.
Meanwhile, AOBEE treatment group obviously induced a considerable decrease in fibrotic marker
proteins collagen | and Ill, vimentin, and a-SMA.

3. Lnc865 and Inc556 mediated the anti-pulmonary fibrosis effect of AOBEE.

Whole transcriptome sequencing was performed to screen out IncRNA-INnc865 and Inc556 with high
expression under bleomycin treatment, but AOBEE caused a considerable decrease in Inc865 and
Inc556. Knockdown of Inc865 and Inc556 inhibited the proliferation, migration and the expression
levels of fibrotic marker proteins of cells activated by TGFB1. The rescue experiments showed
Inc865 and Inc556 overexpression reversed AOBEE treatment effect.

4. AOBEE attenuated pulmonary fibrosis by inhibiting the Inc865/Inc556—miR-29b-2-5p—STAT3
axis.Single-molecule RNA fluorescence in situ hybridization (FISH) results exhibited that Inc865
and Inc556 were mainly enriched in the cytoplasm, indicating that they exercised post-
transcriptional regulation on their target genes. Meanwhile, AOBEE treatment caused a
considerable decrease in Inc865 and Inc556 expression but did not induce their translocation. RNA
interference and rescue experiments revealed that AOBEE attenuated pulmonary fibrosis through
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Inc865- and Inc556-mediated mechanism, in which both Inc865 and Inc556 sponged miR-29b-2-
5p to target signal transducer and activator of transcription 3 (STAT3).

5. Regulatory up- and downstream signal pathways of Inc865/Inc556-miR-29b-2-5p-STAT3 axis
under AOBEE treatment.

First, the upstream pathway was explored by using signal pathway inhibitors, namely, SB431542,
SB203580, SP600125, and PD98059. They are specific inhibitors to the TGFB1-smad2/3,
p38MAPK, JNK, and ERK signaling pathways, respectively. SB431542 and SB203580 blocked the
expression of Inc865 and Inc556, indicating that their upstream signal pathways were TGFB1—
smad?2/3 and p38MAPK. Then, the downstream pathway was detected by using the Cignal Finder
45-pathway reporter array. The results showed that AOBEE strongly repressed the luciferase
activities of KLF4 reporter gene compared with those of other reporter genes. Rescue test, protein
degradation and immunofluorescence experiments indicated that AOBEE prevented pulmonary
fibrosis through the Inc865/Inc556 mediated downstream pathway of KLF4.

Conclusion Collectively, the novel compound AOBEE prepared by our team exhibited marked
anti-fibrotic effects in vivo and in vitro. Meanwhile, we found that AOBEE promoted KLF4
degradation leading to the attenuation of pulmonary fibrosis by inhibiting TGFB1-smad/p38MAPK—
Inc865/Inc556—MiR-29b- 2-5p—STAT3 signal pathway. Our study provides valuable information in
the design of new drugs and presents candidate therapeutic targets for drug treatment.
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A trial of pirfenidone in hospitalized adult patients with
severe COVID-19

Fenggin Zhang!. yangiu wei?. Li He3. huilan zhang'. giongjie Hu'. Huihui Yue!. Jianhan Hel. huaping dai?
1. Tongji Hospital, Tongji Medical College, Huazhong University of Science and Technology, Wuhan, HuBei
430030, China
2. W H R GFIEER
3. AT L BE R

Objective Although interstitial fibrosis changes have been observed both pathologically and
radiologically in some severe Corona Virus Disease 2019 (COVID-19) patients, no effective anti-
fibrosis drug has been investigated in these COVID-19 patients. We aim to evaluate the efficacy
and safety of Pirfenidone in the treatment of adult severe and critical type of COVID-19 patients.

Methods Patients were screened for suitability based on positive results of COVID-19 nucleic acid
test (Shanghai ZJ Biotechnology Co., Ltd. or Sansure Biotechnology Co., Ltd.) in respiratory tract
samples tested by the local CDC or designated diagnostic laboratory. 146 male and nonpregnant

female COVID-19 patients (=18 years) who developed an oxygen saturation of 94% or less, and

were breathing ambient air or a ratio of the partial pressure of oxygen to the fraction of inspired
oxygen at or below 300 mmHg were eligible. Eligible patients were randomly assigned in a 1:1 ratio
to receive pirfenidone (200 mg, three times daily for the first two days and 400 mg, three times daily
thereafter) plus standard therapy or standard therapy alone, for 28 days. The primary endpoint was
the absolute changes from baseline in the total score on the King’s Brief Interstitial Lung Disease
(K-BILD) questionnaire at 4 week. All statistical analyses were performed using R (3.6.0) or SPSS
(22.0).

Results A total of 146 COVID-19 patients were recruited, 124 of whom were from Tongji Hospital
and the remaining 22 from the Central Hospital in Jingzhou. 73 patients were randomly assigned
for pirfenidone treatment, and the remaining 73 patients received the standard treatment alone.
Although the difference of K-BILD scores did not reach a statistical significance after treatment
(75.93+10.07 vs. 76.33+9.15, p=0.911), a trend for the increase from baseline in patients following
a 4-week of pirfenidone treatment was noted as compared to that of patients assigned in the
standard treatment group (AK-BILD, 26.53+11.12 vs. 22.73+8.00; 3.80 [95% Cl= -4.87-12.47]) .
Similarly, there was no significant difference between two groups in terms of CT images
(P=0.745) after a 4-week of treatment, but some score changes including consolidation (0.30+0.65
vs. 1.07+1.17, p=0.007), GGO (-12.27+5.72 vs. -11.57+4.07; -0.70, 95% CI= -2.97-1.57) and
reticulation (-0.9045.26 vs. -0.30+6.98; between-group difference=-0.60, 95% Cl=-3.40-2.20) were
observed, which reflected the improvement of lung inflammation and interstitial changes. The
levels of pulmonary inflammatory cytokines or coagulopathy biomarker from baseline to the 4th
week after receiving treatment were significantly decreased in the pirfenidone group as compared
to those from the standard care group, such as IL-2R (-299.00, 95%Cl=- 430.50 - -105.00, p=0.010),
TNF-a( -3.50, 95%CI=-5.00 - -0.10, p=0.049), and D-Dimer (-4.57, 95%CI= -8.98- -0.16, p=0.021).
The percentages of patients with any adverse event or serious adverse event were similar between
the patients from both groups. The most common adverse event was diarrhea that reported in 11
out of 73 (15.07%) patients from the pirfenidone group.

Conclusion Although pirfenidone has not been found to significantly improve the interstitial
changes in severe COVID-19 patients, the trial, however, confirmed the benefits of pirfenidone
therapy in anti-inflammatory responses, and obtained feasible evidence supporting a potential
benefit in anti-thrombotic complications. Collectively, our study found that pirfenidone can be
considered as a viable drug to treat patients with severe COVID-19, and confirmed that pirfenidone
possesses a good tolerability profile without safety alert.
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Local administration of liposomal-based Srpx2 gene
therapy reverses pulmonary fibrosis by blockading
fibroblast-to-myofibroblast transition

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

Objective Idiopathic pulmonary fibrosis (IPF) is a chronic and progressive fatal interstitial lung
disease characterized by abnormal transition and proliferation of fibroblasts. The uncontrolled
transition of fibroblasts, commonly known as myofibroblasts, are the principal source of the
enormous extracellular matrix (ECM) depositing in lung parenchyma, leading to gradual failure of
gas exchange and mortality of the patients. However, up to now, rare effective therapeutic
strategies have been developed to blockade fibroblast-to-myofibroblast transition (FMT) in IPF.
Methods Studies were conducted in IPF patients and pulmonary fibrosis mice to dissect the role
of SRPX2 in FMT. The effect of SRPX2 on fibroblast and related signaling pathways were next
investigated to demonstrate the underlying mechanisms.

Results We illustrated that the lungs originated from IPF patients and mice with pulmonary fibrosis
are characterized by the overexpression of sushi-repeat-containing protein, X-linked 2 (SRPX2).
Further functionality studies identified the pivotal role of SRPX2 in FMT. Mechanistically, SRPX2
was involved in a TGFBR1/SMAD3/SRPX2/AP1/SMAD7 positive feedback loop. Specifically,
SRPX2 was upregulated by TGF-$1 in a TGFBR1/SMAD3-dependent manner, after which SRPX2
in turn repressed the expression of AP1, subsequently minimized SMAD7 expression, through
which it reduced the formation of inhibitory complex with TGFBR1 and enhanced SMAD signaling
pathway to promote FMT and exacerbate pulmonary fibrosis. Notably, intratracheal administration
of siRNA-loaded liposomes could effectively suppress the expression of Srpx2 in the lung and
remarkably protect mice against BLM-induced pulmonary fibrosis, concomitant with a significant
reduction of FMT.

Conclusion Accordingly, these data indicate that Srpx2 plays an essential role in the pathogenesis
of pulmonary fibrosis and suggests the strategy aiming at silencing Srpx2 could be a promising
therapeutic approach against pulmonary fibrosis in clinical settings.
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OR-006
Effect and mechanism of trichostatin A (TSA) on bleomycin
induced pulmonary fibrosis in mice

Qian Zhang . Wei Zhou. Yueging Wu. Lixia Dong. Jing Feng. Shuo Li. Jie Cao
Tianjin Medical University General Hospital

Objective To investigate the effects of TSA on bleomycin induced pulmonary fibrosis in mice
compared with dexamethasone and pirfenidone.

Methods Pulmonary fibrosis model was established by intranasal instillation of bleomycin in C57B
/6 mice; The mices were divided into five groups: control group, model group, dexamethasone
group, pirfenidone group and TSA group. The mices were given drug intervention on the next day
after modeling. The mices were randomly killed on the 7th, 14th and 28th day after modeling.
Histomorphology was observed by he and Masson staining; Immunohistochemistry and Western
blotting were used to observe the expression of related proteins.

Results All the 48 mices were successfully established by intranasal instillation of bleomycin,
especially on the 28th day after modeling; HE and Masson staining showed that the lung tissue
showed different degrees of damage, interstitial protein deposition, basal cell proliferation, and a
large number of macrophages infiltration in the alveolar cavity. The lung tissue injury in TSA group
was the lightest. The expression of vimentin, COLLAGEN-I, a-SMA and other stromal proteins
increased significantly in the model group, and decreased in different degrees in the intervention
groups, especially in TSA group; TGF -Bin model group, the expression of HDAC1, p-Smad2, p-
smad3, NF KB and PI3K in the intervention group was significantly higher than that in the control
group. The expression of the above proteins in the intervention groups decreased to varying
degrees, especially in TSA group; The expression of Smad7 protein was significantly decreased in
the model group, and increased in the TSA group; There was no significant difference in p38-MAPK
protein expression among the groups. The mRNA expression of vimentin, COLLAGEN-I and a-
SMA reached the peak on the 14th day after modeling.

Conclusion TSA can significantly inhibit the progression of pulmonary fibrosis by inhibiting the
activity of HDAC1; Among them, HDAC1 can activate TGF- 31/ Smads pathway is involved in the
progress of pulmonary fibrosis; Dexamethasone can not delay or improve pulmonary fibrosis, or
even aggravate the progress of pulmonary fibrosis.
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LC3I 11 LC3I#AL; i\ B WgE#nHI5 CQ A 3MA J&, Il Hi PD-L1 A xt it - 4k 4k 1) iest 1 A o
flieF4EfL PISK/AKY/MTOR #i% 1L, Pt PD-L1 FifAnl @i #4)] PI3K-AKT-mTOR 15 5 1@ I # F
M AT 98 il £ 44k

g8 AW FNAERN SIS UER PD-LL fER A 4Efb rh RIS B4 &, $T PD-LL Huiknl gl 4 44k
HHLHI AT B8 2 8 4] PISK/AKYMTOR 38 BK 18458 [ Wk 4 36 il 47 4 A

OR-008
ETInH R NS E S LIEILH IPF-PRO BRI SIEM

W L34, Sk 2. AERRER 2. RXRTR
1. TR R 2 KA R R B
2. T P B 24 K2R B — I PR R 2 e
3. VAT PR 24 K IR T R 24 B i 4 R A P R B
A, TR PR 2R A A R R 2 0 I IR S

H 1 WFb s R P A A B R 45 )R (IPF-PRO) SRR IFHHTIEN, N IPF GRS 3 S 7 4
MR TR

FiE R E PR PRO SERBHIM VOIS, Mor 28 Fe /N T U T 5 RKEW, 456
EHZENES (CTT) « ML (GT) AIH &MNEE (IRT) , fikIFMRIEEH, B
IPF-PRO #15£ . T IEXRIGRHELRYE, 256 H CTT. GT A1 IRT, fikifeEsH, B IPF-
PRO &%, WAGHAEE. &%, X8, aiTtfeiekit:, RADHRMNE®R. 2% HIREERIT
Mk HIEME, R RACHR S MR RS PP (91285358 T 40 A e AiE

SR I SCRIE . BE IR DTG, BT ERFEG A IPE R A, A IPF-
PRO MESAHELE, JETHESHEZ M EL I, @& HBES 159 NEH, AF, OF. 5.
Fhos. PR ATESAL 5 AN XA BT 2 R EZREM, o RN AT. BNEFFEE. K
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WARB BRI AR R TFLEREASNMIRER, W&BHTBS. M55 IF ®
% IPF-PRO &%, 4 5 1M 18 1~ H, &3 Cronbach&#39;s a 2% N 0.917, %% HY5HAT
JEATE . R S R E RS RIS AT 05 (p ¥<0.01) . WiFTEE T, A TEE
(CFD . #IGWAFEE AFD  JERIEIATEEL (NNFD FUERLOR ZI 7R (RMSEA) 4378
0.91. 0.91. 0.90 #10.09, E KAz KA MAIN 100%, 1358 A5 7.3442.06 734t . IRT
X4y (a) JuFlN 1.07~2.95, & HX 3 EJEEY N 0.3~3.0. HEF (b) Vi N-4.23~4.60, K%
B H (15/18) MEFETEHEI#E-4.0~4.0. K% Logistic [FIH 12 B IhGE 2R, % H p KT
0.01. RAEHR 5 HIBR RS 7 BT 2% H S imnide T A e ARze R4 i b 350 /N T 15% .

258 IPF-PRO =R H 4 Mt 18 M H AR, o nl R4 Hamk 90 Mg H . AR 3 M H. 3
Beddk 3 Nk H L WEESIN 3 N H. ERAFRGNGEE. RE. X8 KkKT7E, %4H
JBVERT, A EUET A S . N IPF IGRISTT sk I RO M it G s T A

OR-009

FEITIRTIR CT RUAHUMERFAENERERS

TREERE L T 2 R, BEREE L. ROCE L. B L. Jitkeg . BRG L
1. DUNR AR e Wl 5 s O S 2 A
2. VUK 274 7 = o fe e B o

B B a5 S 5 (ILAS) R REAE A2 I ) o3 14 i AR) N AEAT IS CT A3 SR 2 I 5 i 1) ot 508 DR )
— YR SRHAE 2 1R 0 P S 3 R TS 2208 o KR CT R A A4 ILAs (R4S
PPECREY KB E ) FAELF4EL ILAs CRIBILAER ML REY KBS %) o AWt 5
FrERATIGHE CT R ILAs ABFIIAN 22, SR EHRE, KRR ILAs HIfE R &R, AR
it 2 99 (1 A B AR AR 4R

J7iE B34 2013 422 2019 40U )1 K 2% 46 78 R Bt i e 8 3 b AT G & CT B ILAS
IR # 3336 B, #HlE CT RIL NEFYEAL ILAs FIEHELF 4L ILAS. @I R R R T2 R &
Logistic [51 5T £F4E4L ILAs [ fERG R 2%

%55 3336 & ¥ CT RN ILAS AR g1, 421 44(12.6%) NLT4E4L ILAs. M T HAELF 41k ILAS
RKGE, ARG ILAS 7RAG 3 4F 1% B K (68.65+12.28 % vs.59.97+13.56 %/, p<0.0001), LL51£(83.61%
vs.69.19%, p<0.0001)FIW {2 (55.58% vs.39.51%, p<.0001) A=, My CT B4 5% I EE R
(81.71% vs.53.76%, p<0.0001)F1[ % 5(98.57% vs. 92.18%, p<0.0001). FZIEFRE TEH. WA
s, MIE CT M PLEE 3385 (OR 3.655; 95%CI 2.773-4.817, P<0.0001)fil M #% 5 (OR 4.143;
95%CI 1.802-9.525, P=0.0008) 4y &K A= £F-4EAk. ILAS [P BT fa 5 R 5

G BRI DI RA MAS R e R AL ILAs IO ERE R, RUINGE ST IX S54SR AE
RS FIEHE, DA R4l ILAS e AHE, DI g 18] 53 P4 s 11 5 A A B AR (AR 4t
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OR-010

CYFRA21-1 AT A MR R iR BB ENTERR

FAAR L REE 2
1. b A Es e
2. g miftARrE R i T ERM 0 A B D

H i I LR i S8 (LDH) . % IR 471 L (CEA) M CYFRA21-1 2R 51 [ B e 28 1k il vy 25 1 URE
(APAP) 21 FMAEIbR EW . SR, AT AE W — Fh A= M br i oot 285 9 17 1R 7™ B 5 o8 AURK
FiE AFRNT 151 I H S et e s A UiBE (APAP) i35 . SRAl SPSP VXt T &
R B AR RIS HEAT VMY . OB APAP B 5 IEE XIS LDH. CEA. CYFRA21-1 /K
TR . % APAP i %1135 LDH. CEA. CYFRA21-1 % H szt s ER 2y A IfiLiE LDH.
CEA. CYFRA21-1 /K FEfikéd, FExrS At rxttbaodr. R#E SPSP ¥ #4854, Hr 88
LEBFEERT 6 NHIBEY . RYE 6 NHJFSHL R SPSP 455, K& NINEL . S
HAFEEM ., RATEE ROC HIZkitE T APAP H#F 5IEHW A4, 1-2 %5 3-5 %2 i LDH.
CEA. CYFRA21-1 Btk e e PEAIIG FL 5o

282 APAP B M7E LDH. CEA. CYFRA21-1 /K F#E, 5 PaO2. FVC. FEV1. DLCO.
HRCT 3F4>. SPSP B 4H5%. =/KF LDH. CEA #l CYFRA21-1 #H 341t SPSP ¥ T M MAK
KFH. R4 SPSP 455, KEES N 5 H( %, 20 B, 1 g, 37 %I, 11,40 #l; IV 2,38 #l; V
2%,16). APAP Il 283 1MiF CYFRA21-1 /K-Fis 1 | s, KT I 8. wTEinsE 4 APAP
B 6 MNHEMIE CYFRA21-1 & T4 . APAP ZMdlE¥E 6 NHEMiE LDH. CEA Al
CYFRA21-1 /KPR T LK. ROC #hZ5r-#7 7~ LDH. CEA f1 CYFRA21-1 [X Jji] APAP /™
AL (1-2 A0 3-5 Z7) 1 cutoff {E 3518 203 U / L (< 246 U/ L). 256 ug /L (< 10 ug / L), A
5.57 ng/ ml (> 3.3 ng / ml) (AUC: 0.815, 95% CI(0.748 - -0.882), R #/%:0.606, 45 7 1£:0.877).

£ CYFRA21-1 /21 4% APAP /™ 52 i 5 AU AE Mnbr 540 .

OR-011
LD BE B R RN RER S RETIRENET 5T
g e

B it 2 B arHb E S IWRSBYE IR 2 —, ESBRVEE N LC MR R MG T RN R 5 — 1.
V) 5 P Ml 6 3 7 s R FR Ik A R e A R 2B R vy, HATIR PR LS = ILD BE TR fE R 4k &
Jitiges AT TR o B0 2R BRI R i I T LAJG I PR = A2 AT LA SR ATRE Y ILD B3 7R R Rk f
kR IR AR R R, I H R VLB ERRE VIR S R, a0 B S R AR RE vy I AR e H AL
it G PR BB 52 B R B, AT DI IR 3040 B 3 A7 HA 3 T

T AR EEPNT BREMBER (CRFEERR) MRS EEERSERT 2015 4£ 1 HE
2018 4F 12 ARG BT ILD B3, Jit 968 i, HbRNEHE A4, 95 D1 R kS IR R 51
BB, BadbitaioN 60141 ILD Hi . 601 B BE YT & 2020 4F 12 A, H3Lfg 4541 ILD
BELERE VT IR 4k & T e . GONFEAR DAL A . M4k MR a0 Hr. e A AR i . il ThRE
fili g 2 R B IR R H WARFR N, RATKA Cox Bl AR @I AR R . 2R, &
S ILD B e iR R R e th gk R A S fE R R 3 AR RV, 5T Cox 4r M4
g nomogram, Fit5EHZ TR ROC B2k R AOMHEIAN, S R ZH A B 56 10E 1% Tl A 7Y
FIMERAE, FFLHhZ TR i —Fetkth 2. [ C 8% WK dr, — ik dh 25 0r 1%
nomogram IS HPESE, 5258 O BATTH 2 1) nomogram 56 E AT PEA o

B Cox [HH45 R ERHE (HR=1.191, 95% CI=0.954-1.485,P=0.022) , FEERIH: R0
(HR=2.204, 95% Cl=1.149-4.227,P=0.017) , C W & H (HR=0.987, 95% CI=0.973-
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1.001,P=0.039 ) , J& ik #i Ji (HR=1.049, 95% CI=1.010-1.090,P,=0.014) , *E #$ >65 %
(HR=1.508, 95% CI=1.053-2.160,P=0.025) /& ILD 3 4k & i Mo fa e i 25, A THIx sk
FRARZN N nomogram H 4 g ILD fE35 4k R it ) Tl A, AUC 9 0.674, ilik4H AUC 5 0.735,

GEE B IRER VP, RWIZARA UER R R . T RHZ A 2] — B i 2k, 5 R EIR, 2R
DN g 14D 24 R XU 5 I B it PR R 2B 2 4 FEAR o

58 TS R IR . IR, C N E A PR, Fi>65 & & ILD B 46k it
JEIMALSER R 2R . AW IR ST i Rt 7 ILD B 4k R MiE R nomogram Tl A5
B AT ZER AT VAN G, RINZET B A RAF 0T ae /7, 10 5L BATH 1% HS 9k A fifides & A8 %
= ILD B BAA EENIRAR T = .

OR-012
Circulating Dickkof-1 as a potential biomarker associated
with the prognosis of patients with rheumatoid arthritis-
associated interstitial lung disease

Jing Xue 1. Dandan Yang?. Juan Chen?
1. Institute of Human Stem Cell Research, General Hospital of Ningxia Medical University
2. THR¥

Objective Interstitial lung disease (ILD) is a common extra-articular manifestation that causes
significant death in patients with connective tissue diseases (CTDs), including rheumatoid arthritis
(RA). An early diagnosis of interstitial lung disease (ILD) and monitoring disease progression have
significantly clinical implications for guiding treatments in rheumatoid arthritis (RA) patients. Recent
findings suggested that the correlation of circulating DKK1 and clinical manifestations in the
development and progression of interstitial lung disease (ILD) associated with rheumatoid arthritis
(RA), especially in patients with poor prognosis. In this study, we found a significantly increased
DKK1 protein in sera of RA-ILD patients compared with non-ILD RA patients and healthy subjects.
In addition, DKK1 was positively correlated with the level of circulating C-reactive protein (CRP) in
RA-ILD patients, and the mean CRP level in the RA with ILD group over the 9-year follow-up period
was significantly higher than that in the RA group, indicating a correlation with the during and
severity of disease. Even more importantly, Multivariate logistic regression analysis revealed that
DKK1 protein and CRP were significantly associated with mortality. This notion was further
corroborated by Kaplan-Meier curve, by which a worse survival time was exhibited in DKK1 positive
group than DKK1 negative patients, suggesting a prognostic value of DKK1 in RA patients. These
results suggest that The survival of RA patients with ILD is adversely affected by the level of
circulating DKK1, implying DKK1 is circulating biomarker correlated with the prognosis of RA-ILD
Methods To test this notion, the level of circulating DKK1, as well as their diagnostic values in RA-
ILD were evaluated in 35 RA-ILD patients, 67 non-ILD RA cohorts and 53 healthy subjects using
an ELISA.

Results A significantly increased DKK1 protein in sera of RA-ILD patients compared with non-ILD
RA patients (p<0.0001) and healthy subjects (p<0.0001). In addition, DKK1 was positively
correlated with the level of circulating C-reactive protein (CRP) in RA-ILD patients, and the mean
CRP level in the RA with ILD group over the 9-year follow-up period was significantly higher than
that in the RA group, indicating a correlation with the during and severity of disease. Even more
importantly, Multivariate logistic regression analysis revealed that DKK1 protein and CRP were
significantly associated with mortality. This notion was further corroborated by Kaplan-Meier curve,
by which a worse survival time was exhibited in DKK1 positive group than DKK1 negative patients,
suggesting a prognostic value of DKK1 in RA patients.

Conclusion The survival of RA patients with ILD is adversely affected by the level of circulating
DKK1, implying DKK1 is circulating biomarker correlated with the prognosis of RA-ILD.
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OR-013

A EE Bt i s R R il RS AR E S E MR E R R

X5t SRS,
JUMI BB RS2 I R 5 — R e

H i A [FIZEE ) 5 PE A (interstitial lung disease, ILD)ANfid FERH I il N i & 2= exf b, 38
Bl P A5 2R 25 45 4 21 2095 FH 5% 8] J53 P Bl 5 9% (connective tissue related interstitial lung disease,
CTD-ILD) 55 tRA FH M

FE BT MERK MBS —BERE 2020 4 8 H 1 H# 2021 4F 4 H 30 H#ki2 CTD-ILD, #%F
R 4521k (idiopathic pulmonary fbrosis, IPF) &R EEE . WESZREMREES, SFEIEARRE
Ry BB HRCT. FliZhfe R sLie A &% . AREMDE HRCT X 52138 1l A 93 A8 S0 AL/ 45 il Fp AT,
BB NIRRT, RIS ZARZEE (MNGS) HA X iy #E Y (bronchoalveolar lavage fluid,
BALF) AR A R A MDA T RO, DARS I P9 B B B A O P A e e 2 A . 3233 438 CTD-
ILD 41, IPFZH 0t REZH; MRIEIEAER . B HRCT KifiThEE, ¥ CTD-ILD 4 NiGsh. FaEmir
H.

L5 X} CTD-ILD 52 f51l, IPF 17 {5l Je xR 2H 6 51 BALF i AE 4 mh 2 il 2 FE v TR, R B
CTD-ILD Ml 1A= 4s Shannon %I RARTX IR, SGuit2:% 7 W3 (P<0.05), IPF 45X
M WA Zs Shannon 8N BB Gt 2= ; i CTD-ILD f2@ 5153 (R i 27 41,

HBIA 25 B KATREA BALF FIEMIMIFR AL e 2 AE M, kI CTD-ILD V& sh 4l il N Ak 2
Shannon R EUK T4, BA BE S22 5 (P<0.05), CTD-ILD £ 2415 % & 241 il oy i A= 26
Shannon 88 Z R ARG G 1T24= L (P =0.06)

2540 CTD-ILD 24546 2H 4% (connective tissue diseases, CTD) 2 K Jlidlef ™ &3 A%, B &
FET- R A BUW R HF . I Yy E CTD-ILD BT R B . EARM TP HRATRI
CTD-ILD 4LAH P9 A= 90 Fh Z AR BAR T X IR ZH, CTD-ILD 3& sh 4L A1 HR 4L i A &S 2 et A
ARFEZER, CTD-ILD faE AR WA A MES 2N ER AR, U CTD-ILD &b P i
AREE, HAAREN, H CTD-ILD &S N MAS KGR AR, FERITNHAEZS T 8
5 CTD-ILD SRR S N A7 IPF AUl N 2R S0 IRARMES SR ER AR,

EIGESPNG R R e P

OR-014

RTH eilbl /B AT 4R B BN SHLBISR

BRI L. EBeiE 2, 23
1. b T R (e L S0 R B S s I e PR 5 s EEAE P 2
2. b v H AR IR [5E /L3 S R B T i s s e 245710
3. b T R e L e S e K o P A 5 B R 5 s B B 2

BB A0 R IIR T 229 B e 2 15 BA IR 5 K75 3 00/ BRI 21 4E AR (1) 208 S AL«

T SRR ER (BLM) & @ /N R ARy, 6N R 222 vl (PBS) « AN
W= G RER AT T, SAXHARA PBS &, PBSH#EH. M C57/BL6 /NRBEML
NTH: PBS+PBS4 (PP41) . BLM+1 & PBS4l (BP14l) . BLM+1 %% # & 6.0mg-kg-
140 (BA141) . BLM+2 J& PBS 4l (BP2 41) . BLM+2 J %% ¥ e 6.0mg-kg-1 41 (BA2 41) .
BLM+3 Jil PBS 41 (BP3 41) 1 BLM+3 il %% &) 6.0mg-kg-1 41 (BA3 41) . HE ]yl
Masson =@ gt ) i o A4V £, A A5 A B UK P FFR T2 BR & &, Western blot 4347
TGF-B1 F&IA/KF. VEGFR. FGFR fil EGFR MK LA b iz -[al 78 Ji 4k, (EMT) Fr&d)
Ko il 2RI SR 2 2 b 22 S DR SRR A o

10



Hh AR S B - e ) S A s 2 R 2 I 5

281 5 PP 4/NEAHLL, BP3 AR RIERR 0. MieF 4t P o38N, BALF P % & =4
N il 2H 2R i e e & = 0. WAL 2 R E I mRNA KFFE . TGF-B1. p-VEGFR. p-
PDGFR & A0, E-Cadherin & HFK, 1 Vimentin A1 N-Cadherin £ E3#410. 3 J& 6.0mg-kg-1
(1% 5 % Je T T it JOE R 7« Il4F4Efb A5y, BALF W &=, AL R MG S =,
HRARKIEF T mRNA /K. TGF-B1. p-VEGFR. p-FGFR. Vimentin & [ N-Cadherin & [%
ik, #in E-Cadherin FEA#%iA. 5 PP 4L, BP1. BP2 1 BP3 ¥ FiffIE A 28 >, 54
ARER (ECM) « EEEFHEAM. PIBK-Akt {5 5. 2. AGE-RAGE 5518k, A
. HWER. TGF-beta {5 5@ K. AT, Apelin {558, M/MUEE. Relaxin 15 5 A
Ko ZH BT TR, BAL. BA2 M1 BA3 Y NHAKHERA 214, £ 5 NF-kappa B {55 il # .
Chemokine {5 5@ M. A T2 A EAER . MAPK/{S 5B . PIBK-AKt{5 5iH . pEX.
ECM. TNF{E5 8. HAMMN BT Relaxin (5518 & MH G,

G B RN GIER B A S/ WA 4 AR, LML) 5 P 50 2R . AL R
TGF-1 *ik. VEGFR 5 FGFR fERILLI K EMT. 42t iR, %% & e iR 5
NF-kB {5 5. Chemokine 15 5@ 4 FZMAHEIEH . MAPK {5 5. PI3K-Akt {5
S, QEE. ECM. TNF 5 5@ %, Relaxin /5 5B <.

OR-015
HMGCS2 deficiency mediated AECII lipid metabolic re-
programing promote pulmonary fibrosis progression by
fibroblast activation

juntang Yang'2. Xin Pan'?, Lan Wang'?. guoying Yul?
1. Henan Normao University
2. VAT DTS K 2 il 4 A 2B 5 S LB 5 R Sk

Objective Abnormal lipid metabolism profiles were recently reported in the serum and BALF of IPF
patients. Nevertheless, the biological significance of this phenomenon remains elusive. In this study
we establish both in vitro and in vivo models to investigate the crucial regulator of lipid metabolism
in lung fibrosis and identified a lysoPC which could dramatically activate lung fibroblast.

Methods C57bl/6 mice and human alveolar epithelial cells (A549) were subjected to bleomycin
injury followed by oil-red and Nile-red staining to evaluate the lipid accumulation. Bio-informatics
analysis was applied to screen lipid metabolic genes. Immunohistochemistry and western-blot were
used to detect the expression of HMGCS2 in mice fibrosis model. Cell culture supernatant of
bleomycin injured A549 cells was collected for the treatment of human lung fibroblast (IMR-90).
LC-MS was used to analyze the change of lipid signature after bleomycin injury. Identified lysoPCs
were individually utilized to treat IMR-90 cells. HMGCS2 stable cells were established and
subjected to bleomycin and Nile red staining followed by flow cytometry was used to examine the
lipid content. AAV6-SFTPC-HMGCS2 mice were subjeted to bleomycin and fibrosis was evaluated.
Co-ip was used to analyze the HMGCS?2 interact proteins.

Results In particular, we found a dramatic increase of lipid content in mice lung frozen section and
A549 cells after bleomycin treatment. Bio-informatics analysis revealed that HMGCS2 was
significantly down regulated in IPF patients and bleomycin susceptible mice strain (C57bl/6)
showed lower expression of HMGCS2 compared with bleomycin resistant mice strain (A/J and
C3H/HeJ). HMGCS2 expression was decreased in fibroblast foci area compared with normal
alveolar space in IPF samples. In vitro injury model also showed dramatic lipid accumulation and
swollen cellular morphology in alveolar epithelial cells but not in lung fibroblast. LC-MS analysis of
bleomycin treated A549 supernatant showed increase of several lysoPc species among which a
C14 lysoPC (1-myristoylglycerophosphocholine) was found to be able to significantly activate lung
fibroblast featured by the up regulation of a-sma and collagen I. Furthermore HMGCS2 over
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expression could ameliorate bleomycin mediated lipid accumulation and fibrosis. HMGCS2
interacted with ppara to facilitated lipid metabolism.

Conclusion In this study, abnormal lipid metabolism was observed in the bleomycin lung fibrosis
model and we identified that HMGCS2 deficiency was crucial for the bleomycin induced lipid
accumulation. Furthermore we identified a type of lysoPC released by the injured alveolar epithelial
cells that could activate adjacent lung fibroblast and subsequently contribute to the progression of
pulmonary fibrosis. Our data provide a novel therapeutic strategy and target to intervene this
disease.

OR-016
bigachiMEBR)LE CTD-ILD FITHRFIPE

SONE L R SRoCt, dKiE L PN R L Em &t WBITER Y a2, BRATE 2L AR
1

1. HZ)LEBE SO B H R E ) LRHE B XA
2. FF)LEEES L B H RS ) LR B PR A

BB M2 BRI E JURHE BT 5 4 ) L3 45 47 2400 A OC TR R MEffi%  (CTD-ILD) R IR R 51
B RS i S TG, B 75 2R s VR IR0

JriE BIBE 7 A0 2016.01-2020.12 B &)L CTD-ILD IR AEZ R I H FFIR RS
PREI. FHTIRE. HRCT A2 Bl V7 & 5 I 145 )

LE B IR 4338 44 CTD H L, 824 JLiZ W CTD-ILD, 294 1% (35.4%) , MHIFERL 1.9%,
Y12 ILD 4E#% 3m~15y8m, [ ] 0~62m. H AR KGR LA LS (IDMD)  (n=27,32.9%;
H o MDAS BH P 15 $1/18.3%) . &R 4 M4 B JE (SLE) (n=21,25.6% ) . H i CTD
(n=12,14.6%) . HFERERIERATRJIA) (n=8,9.8%) . REMME R (n=7,85%) . THLH
fE(PSS) (n=4,4.9%) . R (n=2,2.4%) . E&LZAHME (n=1,1.2%) . 74k, fEHAL CTD I
H RN 6 B (n=6,7.3%) , fufF 2 il TMEM173 248, 2 fi] TNFAIP3 48, 2 i e
JRE AT ZRES I R GBI (SLCTAT R o RIFFEMKIKZE IJDM (27/144;18.8%)-
HBLEOE (1/7:14.3%). pSS (4/35;11.4%). SLE (21/249;8.4%). f# fJi (2/51;3.9%). HiAh
CTD (12/412;2.9%). JIA (8/569;1.4%), RLMEIME 4% (7/2850;0.2%) . 2 )JLIKKEI L
PE, B B, TS SR SR SEIRECE W, SR IRAAIE LI (31/82, 38%) , {HEIE
BEAEA AR . PR R LB e (14182, 17%) . HRCT 5 WEINBE IR . SeAr . K%,
LETRL. WIS, 4 BRSNS 5] IDM, 2 I SLE, 1 Bl CTD)& IFEAEM 4. FFI
Wl. 2 41%E#H (26/63) TR FAEMThAE R . 3B LATIEARREL, 1 51 iigh o)
TELE SR AR T BRSO b S FEAR A 25, 4y 2 1) (JO-1 FHME LA 6 Al TNFAIP3 Z8AZ [ 9%
TRBED ¥ORNAER R R RE . ARHE L 2 6] (2.4%) FETD, 63 HilE JLIEIRYT 5 BE S
HRCT, 39 fillfs%, 17 I KEAH G, 6 BlhnE.

G50 AL 5 4E CTD-ILD BR KRR L) 1.9%; HEELHT 5478 JIDM. SLE. HAth CTD. JIA.
RGVEME %, KWiZHT 5 8 IDM, ESLEEME. pSS. SLE. ffi. A4l )LE CTD-ILD
MDAS+JZ L4 15 18.3%, LA 5 7.3%. CTD-ILD HJLYIZI-& FFEAEMi % . MR s
B E, A IR AIREE CTD-ILD —/MEEIESR . CTD-ILD AT 4] 2.4%, #E/Ri 2
Wr. BVEIEYT . BEVTDACETIS -
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OR-017

PR 8] 57 4R R AN b AR 4T 4 4R REAE B AE A fR
MR T R 4Etb R E

AR AFE 2, BESE 2. R A FANE 2L BUHTR 20 ORBRGE 2. REiMg 2 it BT E 2
1. He R KA R R 2 B
2. SRR RHR S R B 2 e i i A S e

H B 45 i ] iz 4B (pleural mesenchymal cells, PMCs) 5 ifi i 2T 45 2 ff 22 18] 0 AH ELAT B 5
T JI00 JIEE T il 2 A A A AR R

Tk K A 23 G2 58 e Ye th ik M B2 K 5 215 T/ N BRUR AR I AR 4EAL I, PMCss 2 IR 43 AT AR 0L o
F PMCs [ 25 {55 72 S A B M AT e A A s [RIRS, PR R4 R4t M 1) S AR 55 7R 2 40 38 PMCs; 2R
KF Western blot #MZAEP collagen- T FI4H % (b AH G IR . A0 Sk A b R i)
TGF-B1 (55165, Kl S5 A5 32 B I S AT e A OB 2 B 72/, B TGF-B1 WA
PUARTTH, AR 2 5 R Il AR 4k 2 TR

GEEL (TR E RIS SR/ N R4 R, PMCs [ it & 41T # . PMCs #2685 57 3 w] DL g
I AT AE AR R G 5B . VE 1L collagen- T &R : Sadk, i RcAR 4k 40 M 1) 5% 1 B R Bk T DS
PMCs &4= MMT, F{gi#tH collagen- I & /%. PMCs 5l et 4E4m it 55 70 TGF-B1 1 K4
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ZHTERATNS ILD BE WP R B S = gr A iR R, ASIA] LD AR REAE A S b, X B4 S EF
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AL CLRAER I, W RIS Zh o BE IR B h 85K, Izt ZAAERYIEIIZE, B L ST 5
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FRE R

SEV0 I 1 e I A A e 2 R A K g R DA L b R AR RE R AR oK . X AT AR AR
IS £ A A 505 T SZ A DB R R T T AR A L O
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OR-020
Engeletin depends on Inc949-mediated TGFB1-Smad2/3
and JNK signaling pathways to improve pulmonary fibrosis
by affecting endoplasmic reticulum stress

Jing Wang?!. Jinjin Zhang'. Changjun Lv2. Xiaodong Song?
1. Binzhou Medical University

2. MR B I s B2 e

Objective Pulmonary fibrosis (PF) is a chronic progressive fibrotic interstitial pneumonia with
unknown mechanism. There is currently a lack of effective treatment drugs. Engeletin is an active
ingredient extracted from astragalus. It has anti-inflammatory, antioxidant, and antibacterial
biological activities. This study clarifies that in vivo and in vitro models of pulmonary fibrosis,
engeletin research on the mechanism of reducing pulmonary fibrosis through Inc949-mediated
endoplasmic reticulum signaling pathway, hoping to provide a candidate drug for the treatment of
pulmonary fibrosis.

Methods Using bleomycin-induced pulmonary fibrosis mouse model and transforming growth
factor TGF-B1 induced mouse fibroblast L929 cell model, through lung function tester, HE staining,
Masson staining, immunofluorescence technology, CCK-8 Experiments and real-time label-free
cell analysis technology (RTCA) clarify the effect of Engeletin on pulmonary fibrosis in vivo and in
vitro. Furthermore, the use of high-throughput whole transcriptome sequencing, western blot
experiments, function acquisition and rescue experiments, signal pathway inhibition and other
experiments to prove engeletin reduce endoplasmic reticulum stress (ER stress) to treat pulmonary
fibrosis.

Results 1. Anti-pulmonary fibrotic effects of engeletin on TGFB1 treated L929 cells.

CCK-8 results showed that engeletin has a significant inhibitory activity in TGF(1 treated L929 cells
at a concentration of 40 mg/ml. RTCA results showed that engeletin blocked cell proliferation and
migration relative to those in the TGF31 group in a dose-dependent manner. In addition, western
blot results indicated that engeletin inhibited the expression of these mesen-chymal markers.
Engeletin also down regulated the expression of snail which is a transcriptional repressor of E-
cadherin.

2. Anti-pulmonary fibrotic effect of engeletin on BLM treated mice.

Lung function assessment demonstrated that engeletin improved the FVC of mice relative to the
BLM group. HE and Masson trichrome staining results reflected that the engeletin-treated group
had thinner alveolar walls and a lower degree of fibrosis compared with the BLM group. Collagen
and fibre contents were remark-ably decreased after engeletin treatment. Western blot data
reflected that engeletin reduced the expression levels of a-SMA, vimentin, and snail and enhanced
the expression level of E-cadherin.

3. Regulation of engeletin in pulmonary fibrosis-associated signaling pathways.

We analyzed the differentially expressed mRNAs in normal control L929 cells, TGFB1 activated
L929 cells, and TGFB1 engeletin (40ug/mL)-treated L929 cells by RNA sequencing to elucidate the
signaling pathways of engeletin that are involved in pulmonary fibrosis. The analysis of the KEGG
signaling pathway showed changes in numerous fibrosis-associated signaling pathways, including
protein processing in ER stress, cytokine-cytokine receptor interaction, DNA replication, Fanconi
anaemia pathway, and aminoacyl-tRNA biosynthesis.

4. Anti-pulmonary fibrotic effect of engeletin through ER stress signaling pathway.

The signalling pathway for ER stress was further determined on the basis of the KEGG pathway
database and RNA sequencing. In vivo and in vitro models of pulmonary fibrosis, western blot data
showed that engeletin inhibited the protein expression of ATF4 and CHOP, as well as the
expression of a-SMA, vimentin and collagen |. Rescue experiments show that the inhibitory effect
of engeletin on ER stress, which leads to fibrosis, was reversed by tunicamycin. These findings
indicated that engeletin amelio-rated pulmonary fibrosis through the ER stress signalling pathway.
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5. Lnc949-mediated TGF-B1-Smad2/3 and JNK were the upstream signaling pathways of ER
stress induced by engeletin.

LncRNA-NONMMUT028949.2 (Inc949) has a remark-ably high expression in pulmonary fibrosis
according to our pre-vious study. qRT-PCR data demonstrated that engeletin decreased Inc949
expression in the in vivo and in vitro fibrotic models.We designed a siRNA (si-Inc949) to
interfere with the expression of Inc949, western blot results indicated that si-Inc949 reduced the
protein expression levels of ATF4, BIP, and CHOP, as well as the expression levels of a-SMA,
vimentin, and collagen lll. Further explore the upstream pathways that regulate Inc949 through
signal pathway inhibitors, namely SB431542, SP600125, SB203580 and PD98059.They
respectively specifically inhibit the TGFB1-smad2/3, INK, p38MAPK and ERK signaling pathways.
SB431542and SP600125 block the expression of Inc949, indicating that its upstream signaling
pathway is TGFp1-smad2/3 and JNK. Western blot data showed that engeletin reduced the levels
of p-Smad2/3, p-IJNK, Smad2/3, and JNK relative to those in the TGFB1 group. The findings
indicated that the transmembrane signal transmission of engeletin through the TGFB1-Smad2/3
and JNK signaling pathways depended on Inc949.

Conclusion We reported gene expression profiling of engeletin through RNA-seq; and identified
Inc949 mediated TGFB1-Smad2/3 and JNK were upstream signaling pathways of ER stress
induced by engeletin. Our results showed engeletin remedies pulmonary fibrogenesis and may be
a new drug candidate.

OR-021
Diagnostic Value of Nanopia® KL-6in Chinese Patients with
Interstitial Lung Disease: a Prospective Multicenter
Observational Study

Bingpeng Guo %2, Qun Luo'?. gian Han'?
1. Guangzhou Institute of Respiratory Health, The First Affiliated Hospital of Guangzhou Medical University,
Guangzhou, China
2. 7PN R Ak I ST B

Objective Krebs von den Lungen-6 (KL-6) is considered a sensitive biomarker for diagnosis of
interstitial lung disease (ILD). We aimed to evaluate the diagnosis value of Nanopia® KL-6
(SEKISUI MEDICAL CO., LTD., Tokyo, Japan) in a Chinese cohort of patients with ILD.

Methods Totally 451 patients were enrolled in our multicenter study, including 165(36.6%) ILD
patients, 211(46.8%) non-ILD patients and 71 (16.7%) health controls. All ILD patients underwent
high-resolution computed tomography (HRCT) followed by pulmonary function test (PFT). Serum
KL-6 concentrations were measured by latex particle enhanced turbidimetric immunoassay (LTIA).
Results KL-6 serum concentrations were significantly higher in ILD patients (911 U/ml, IQR 477-
1790) than in non-ILD patients (225 U/ml, IQR 166-323) and health controls (196 U/ml, IQR 153-
230, p<10-4). Serum KL-6 higher than 435.5 U/ml appeared as the optimal cut-off value associated
with ILD. KL-6 concentrations were inversely correlated with forced vital capacity (FVC) (rho=-0.515,
p<0.001), total lung capacity (TLC) (rho=-0.563, p<0.001) and diffuse lung capacity of carbon
monoxide (DLco) (rho=-0.544, p<0.001). ILD patients with more severe characteristics of HRCT
including ground glass opacity, reticular pattern or honeycombing had significantly higher serum
KL-6 levels. In the subgroup of ILD patients, serum KL-6 concentrations were higher in lIP patients
(1024U/ml, IQR 697-2112.25) than in other ILD patients (743U/ml, IQR 702.75-2058.25, p<10-4).
ILD and retained smoking were independent factors associated with higher KL-6 levels in
multivariate analysis.

Conclusion Our study confirms that KL-6 is a credible biomarker for the diagnosis of ILD in a
Chinese cohort of patients. High serum KL-6 concentration should call attention to physicians to
assess ILD with HRCT and PFT.
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OR-022
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OR-023
NMDAR B {RZEAbi8 1| B b R 4RRRERIE - E AT 4L P EIAER
BHLHIRASE

MG Ty B AR L. BLARDE Y. R L BHAL Y WY xiff 2, ZER3. DA
1. R RSB B B
2. HE R B A B
3. KRk

B 4 & U244k (idiopathic pulmonary fibrosis, IPF) & —Fh /AN A i G ()18 1t 3k AT Ve R 18
(B P AT s, LB V6 A 2 A = 2R T Ak ) B LR, ERFE T (Ferroptosis) & it KB —Fhik
A ) g o S A B B B AR T R R S LR AE TS . AT 7T [ BA B BE AR BT 78 1 Uk R it
NMDAR G fEN£F b () e A e 5 EBAE A, (ENLE] R — Do . B B 12 A
b B AR BE T I A SRR T NMDAR WS (e ik It 7 AL 2 2B BB

FE UL C57BLI6 /NRONHFFEXT B, S E SR R R4 4e L B8 . 20 08 s % 2k i
NMDAR PBHWT 7128 & NI TIRYT . HE G2 taffi e it A28, Masson — gL taff e T 4EAL AR
Prussian Blue ykiFAliilidgUiiil; A S0 R FIRISOs s &l 2 b BBk & s B
B G BG4 2N UL 2R Fe2t. Fe3*FLEERIN &8, i B o1 5 S W 42 it 2H 23 il it
12 b R 2 b B R AR R A S M AR . TR/ B, DU B R4 MLE-12 st 4, ik
41 AAT I MLE-12 4Hiffih ROS fJ7K~F; Calcein-AM/PI 4 3 4Rk 75 & il MLE-12 40§ 4F
e Fe U REHEN MLE-12 I8k 7 & ErA8th;  IC-1 2Rk 4k s e 467 N0 5 X771 e A il
MLE-12 40 2 ki s e 7 284k s 28 6% MitoSOX #6illl MLE-12 41 i b £ kifk ROS fI7KF.
qRT-PCR #il western blot 43 7 46l fifi 41 24 F1 MLE-12 2 Jif Hh 22 Fof s i 2k ik ds M 0% B 1A IR A28 AL
£5 5 NMDAR BH 755 4 Wi v] 2 i R 5 R 4T AL BN BRI AR AR, IR IR I ok 25 R il 2T 4k
AR INRAR T AR, N R R T 4EACREFE 082, Asheroft 1F0F1 HYP & &0 B F#(K.
AL, SEE R AN R LT Fe2t, PRI Fe MR, JFu bt 110 AL b b 20 i £ b 44k
TUEE R R A BRBET REE A . NMDAR #3551 2 MLE-12 4iiffid Ca2+3 5, L4+ nNOS i
IRP1 FIZRIE K. i nNNOS A] 5|2 N 5K+ IRPL RIAP#K, RS IZMECE N TR,
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DMT1 FiL[EAK, FPN AN S TS . NMDAR BOE S kiA T Fe2+& & ST, 41
Ml ROS Fhr, ZRRIRIE A FRMK, Zekifk ROS Ftim, MLE-12 gMfuekstr KA. T dnk
NMDAR HJ 4% NMDAR #3575 3 1) MLE-12 41kt T,

Z51 NMDAR #4052 5 il 9 A Z5BL A 11 28 b Bz i ek AE T 0 R AR B0 A2, 2 NMDAR 0%
fEHER LT 4tk K A R B BN L] . NMDAR IS0 AT S5 80t b B 4 i o Rk pE T 1 A
NNOS 2415 NMDAR 5 il it i Bz 40 2k A Qi 5 aL I BB S 50 1.

PO-001
MiR100HG/miR-29a-3p/Tab1 @35 TGF-B iFS A/ MR Afa I
B R 4mAE BLM BhisF 4 ko

B, A%
N — NREERE

H B #8157 miR100HG/miR-29a-3p/Tabl H7E T BLM 514211/ i IL AL fiveL b 5z 24t o Jils 21 2 40 o 1)
EH .

J7i KA BLM i 51 miR100HG 2 Kl Bk /N R 1 4L sh P T fl TGF-B 75 5 1 miR100HG 2
PRI Rl /N B 1 BBy b R 4B AL, % miR100HG/miR-29a-3p/Tabl #life ili4F 4tk i /e
SN E B RS R S SR I miIR100HG F1 miR-29a-3p; HE Jeft i gZ/ili4F 4tk g T Mg IR
fitive b Rz S 4T 4E 4k %48 westernblot 46l Tabl. E-cardhrin. . WEEE. a-FEILE)
FEAM T B R RIE

LR ER, mIR100HG F: ARG vl BLM 55 S0/ N R EF4E(L; ZE4R4h, miR100HG F: K fili
BRATJREE TGF-B 5 /N I B fifivf b R am P £F b . it B 4454, miR100HG g fk LA miR-
29a-3p [MFik; Bl 7824 miR-29a-3p 1) ceRNA, miR100HG i Fifl Tabl 1% is. £ TGF-B
FCR, Tabl &R FRETS T TGF-Bif S MAF4ELiid, I 9855 T miR-29a-3p 4IHI1EH .
5 MiIR100HG/miR-29a-3p/Tabl el 5 TGF-B i F R I Y b 2T 4edb o 2e, A
G EF AR TT T T 55

PO-002
Prevalence and risk factors of systemic sclerosis
associated interstitial lung disease in East Asia: A
systematic review and meta-analysis

Meihua Qiut. Ziliang Hou?. Lingling Pang. Shenchun Zou?
1. Department of Respiratory and Critical Care Medicine, Yantai Yuhuangding Hospital, Medical College of
Qingdao, Yantai, 264200, Shandong, China.
2. Department of Respiratory and Critical Care Medicine, Beijing Luhe Hospital, Capital Medical University,
Beijing, 101100, China.

Objective Systemic sclerosis is an autoimmune disease of the connective tissue, characterized by
microvascular damage, immune disfunction, and fibrosis of multiple organs. The causes of death
in SSc patients have dramatically changed over the past 30 years. Interstitial lung disease (ILD) is
currently the leading causes of death in SSc patients, but reported prevalence of ILD in patients
with SSc ranges from 25% to 90%, depending on the subtype of SSc and the criteria used to define
ILD in different countries. Furthermore, the risk factors for systemic sclerosis associated interstitial
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lung disease (SSc-ILD) patients remain controversial. The purpose of this study was to complete a
systematic review and meta-analysis on prevalence and risk factors of SSc-ILD in east Asia.
Methods We followed the Preferred Reporting Items for Systematic Reviews and Meta-Analyses
guidelines throughout this review. Medline, EMBASE and Cochrane Library were searched up to
January 22, 2021. The Reporting of Observational Studies in Epidemiology (STROBE) statement
was applied to access the methodological quality of the eligible studies. Study characteristics and
magnitude of effect sizes were extracted. Then, we calculated the pooled prevalence, weighted
mean differences (WMDs), pooled odds ratios (ORs) with corresponding 95% confidences (CIs),
and performed subgroup analysis, sensitivity analysis, and publication bias with Egger&#39;s test.
Results Twenty-six of 1584 articles were eligible and 16 of these studies were generally of good
quality with a score of 217. A total of 5179 systemic sclerosis patients were selected in the meta-
analysis. The pooled prevalence of SSc-ILD in East Asia was 56% (95%CI:49-62) (Figure 1), which
was stable in sensitivity analysis. Heterogeneity across studies were high (1=96.3%). We find
significant differences in the prevalence of SSc-ILD for subgroups stratified by region, study quality,
SSc classification criteria and publication year. Interestingly, the SSc-ILD prevalence was higher in
China (73%) than that in Japan (46%) and Korea (51%). There is a higher SSc-ILD prevalence in
studies with STROBE checklist=17 than others with STROBE checklist<<17. Further, SSc-ILD
prevalence was higher in studies using two criteria than those only using 1980 ACR criteria and
only using 2013 ACR/EULAR criteria. Furthermore, SSc-ILD prevalence was lower in studies
publicated before 2013 than those during 2013-2020. There was no publication bias among 26
studies by the Egger test (t= -1.88, P=0.07). Longer disease duration (WMD=2.33,95%C]I:0.67-
3.99), diffuse cataneous systemic sclerosis (dSSc) (OR=2.58,95%CI:1.69-3.92), positive anti-
topoisomerase | antibody (ATA) (OR=4.72, 95%CIl: 2.54-8.78), positive anti-centromere body
antibody (ACA) (OR=0.15, 95%CI: 0.08-0.29), positive anti-U3 ribonucleoprotein (RNP) antibody
(OR=0.17, 95%CI: 0.04-0.66) and digital ulcer (OR=1.79, 95%CI: 1.002-3.204) were associated
with SSc-ILD patients in East Asia (Figure 2).

Conclusion Through this systematic review and meta-analysis, we found ILD occurs in up to
approximately 56% of patients with SSc in east Asia. Longer disease duration, dSSc, positive ATA,
negative ACA, negative anti-U3 RNP antibody, and digital ulcer were risk factors for SSc-ILD
patients.

PO-003
NEEB-1 BER A S MK RERHLBITS

fsiets 12, il 12
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2. BB LRI T 15005
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PO-004
Tetrandrine modulates Rheb-mTOR signaling-mediated
selective autophagy and protects pulmonary fibrosis

Yuanyuan Liu. Wenshan Zhong. Jinming Zhang. Weimou Chen. Ye Lu. Yujie Qiao. Zhaojin Zeng. Haohua
Huang. Shaoxi Cai. Hangming Dong
Department of Respiratory and Critical Care Medicine, Chronic Airways Diseases Laboratory, Nanfang Hospital,
Southern Medical University, Guangzhou, China

Objective Idiopathic pulmonary fibrosis is a progressive fatal disease characterized by interstitial
remodeling, with high lethality and a lack of effective medical therapies. Tetrandrine has been
proposed to present anti-fibrotic effects, but the efficacy and mechanisms of tetrandrine against
lung fibrosis has not been systematically evaluated. We sought to study the potential therapeutic
effects and mechanisms of tetrandrine in lung fibrosis.

Methods The anti-fibrotic effects of tetrandrine were evaluated in bleomycin-induced mouse
models and TGF-B1-stimulated murine lung fibroblasts through experiments of H&E stain, Masson
stain, IHC and western Blot. We performed western Blot, electron microscopy Chromatin
Immunoprecipitation (ChIP), Immunoprecipitation (IP) and mRFP-GFP-MAP1LC3B adenovirus
construct to investigate the novel mechanisms of tetrandrine-induced autophagy.

Results Tetrandrine decreased TGF-B1-induced expression of a-smooth muscle actin, fibronectin,
vimentin and type 1 collagen and proliferation in fibroblasts. Tetrandrine restored TGF-B1-induced
impaired autophagy, accompanied by the up-regulation and enhanced interaction of SQSTM1 and

MAP1LC3- II. ChIP studies revealed that NRF2 bound to SQSTM1 promoter in tetrandrine-

induced autophagy. Furthermore, TGF-B1-induced phosphorylated mTOR was inhibited by
tetrandrine, with reduced activation levels of Rheb. In vivo, tetrandrine suppressed the bleomycin-
induced expression of fibrotic markers and improved pulmonary function.
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Conclusion Our data suggest that tetrandrine might be recognized as a novel autophagy inducer,
thus attenuating lung fibrosis. Tetrandrine should be investigated as a novel therapeutic strategy
for IPF.

PO-005
Ferroptosis-Related Genes in Bronchoalveolar Lavage
Fluid Serves as Prognostic Biomarkers for Idiopathic
Pulmonary Fibrosis

Meng Li. Ke Wang. Meng Fan. Mingwei Chen. Hui Ren
The First Affiliated Hospital of Xi’an Jiao Tong University

Objective Idiopathic pulmonary fibrosis (IPF) is a chronic progressive disease with an unknown
etiology and unfavorable prognosis. Ferroptosis is a form of regulated cell death in an iron-
dependent way that is involved in the development of various diseases. Whereas, the prognostic
value of ferroptosis-related genes (FRGs) in IPF remains uncertain and needs to be further
elucidated. Herein, we aim to investigate the role of FRGs in IPF and construct an FRGs-related
predictive signature to assist clinicians improve the prediction of prognosis in patients with IPF.
Methods FerrFb database and previous studies were screened to explore the FRGs. The data of
IPF were obtained from the GSE70866 dataset. Wilcoxon test and univariate Cox regression
analysis were applied to identify the FRGs that are differentially expressed between normal and
IPF patients and associated with prognosis. Next, a multigene signature was constructed by the
Lasso-penalized cox model in the training cohort and evaluated by using calibration and receiver
operating characteristic (ROC) curves. Then, 30% of the dataset samples were randomly selected
for internal validation. Finally, the potential function and pathways that might affect by the risk score-
related differently expressed genes (DEGs) were further explored.

Results 183 FRGs were identified by the FerrFb database and previous studies, and 19 of them
were differentially expressed in bronchoalveolar lavage fluid (BALF) between IPF and healthy
controls and associated with prognosis (P<0.05). 5-FRGs (ACO1, NRAS, ENPP2, MUC1, ZFP36)
were identified as risk signatures and stratified patients with IPF into high- and low-risk groups. The
overall survival rate in patients with high risk was significantly lower than that in patients with low
risk (P<0.001), and the high-risk group was demonstrated that more likely to encounter death earlier.
Calibration and ROC curve analysis confirmed the good predictive capacity of this signature, and
the results were further verified in the validation group. Risk score-related DEGs were found
enriched in ECM-receptor interaction and focal adhesion pathways.

Conclusion To sum up, 19 FRGs associated with the OS were identified in BALF of IPF and a
novel prognostic model was constructed based on 5 FRGs in the present study. Then, the model
was verified as an independent risk factor of OS of IPF patients in both the derivation and validation
cohorts. These findings have potential reference value for guiding the treatment and prognosis
evaluation of IPF patients.
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PO-006
DEC1 deficiency ameliorates experimental pulmonary
fibrosis through the PISK/AKT/GSK-3B/B-catenin integrated
signaling pathway

Xingxing Hu!. Menglin Zou'. Lan Ni', Mingyang Zhang!. Weishuai Zheng!. Bing Liut. Zhenshun Cheng'?
1. Zhongnan Hospital of Wuhan University
2.t [E B AR g U DU BRI S R BF 7

Objective Idiopathic pulmonary fibrosis (IPF) is a chronic, fibrotic fatal lung disease with unknown
pathogenesis. At the present, the mechanisms for the pathogenesis of IPF have not been
elucidated. Epithelial-mesenchymal transition (EMT) is considered to be one of the origins of
myofibroblasts that play an important role in pulmonary fibrosis. Our previous study found that EMT
occurred during BLM-induced pulmon-ary fibrosis in mice. Existing study reported that the
overexpression of differentiated embryo-chondrocyte expressed gene 1(DEC1) can induce EMT in
liver cancer cells. Therefore, this study established in vivo and in vitro experimental pulmonary
fibrosis models to explore whether DEC1 and PI3K/AKT/GSK-33/B-catenin signaling path-ways
participate in and regulate pulmonary fibrosis, and further to clarify whether they are related.
Methods The mice used for animal experiments received intratracheal injection of BLM to establish
pulmonary fibrosis model. Type Il alveolar epithelial cells (AEC2s) used for cell experiments were
treated with TGF-B1 to induce EMT model in vitro. We also analyzed the expression of DEC1 in
the lung tissues of IPF through GEO database. The fibrosis extent of lung tissues in mice was
analyzed using HE and Masson staining. The mRNA expression of DEC1, fibrosis-related markers
(a-SMA, COL1A1, COL1A2, MMP2) and EMT-related markers (E-cadherin and Vimentin) in mice
lung tissue and AEC2s were evaluated by gRT-PCR. The protein expression of DEC1, fibrosis-
related markers (a-SMA, Collagen I),EMT-related markers (E-cadherin, ZO-1, N-cadherin and
Vimentin) and PI3K/ AKT/GSK-3[/B-catenin signaling pathway related molecules (PI3Kp110a, p-
serd73-AKT, p-ser9-GSK-38, B-catenin) in mice lung tissue and ACE2s were assessed by western
blotting and immune-fluorescence.

Results Compared with normal human, the expression of DECL1 in IPF lung tissue presented a
high level. DEC1-/- mice had reduced PF after BLM challenge. Addi-tionally, DEC1 deficiency
relieved EMT development and repressed the PI3K/AKT/ GSK-3[3/B-catenin integrated signaling
pathway in mice and in type 2 alveolar epi-thelial cells (AEC2s), whereas DEC1 overexpression in
vitro had converse effects. Moreover, the PI3K/AKT and Wnt/B-catenin signaling inhibitors,
LY294002 and XAV-939, ameliorated BLM-meditated PF in vivo and relieved EMT in vivo and in
vitro. However, DEC1 overexpression abolished the LY294002 and XAV-939 inhibition of EMT in
vitro. These pathways are interconnected by the GSK-3f phos-phorylation status. Interestingly,
DEC1 knockdown and overexpression conversely regulated the expression of PI3Kp110a, the
PI3K catalytic subunit.

Conclusion The experimental results of this study indicated that DEC1 may parti-cipate in BLM-
induced pulmonary fibrosis and EMT process of mice, and TGF-B1-mediated EMT process of
AEC2s via regulating PI3K/AKT/GSK-3[3/B-catenin sig-naling pathway. Consequently, DEC1
played a key role in pulmonary fibrosis pro-gression, and targeting DEC1 may be a potential novel
therapeutic approach for IPF.
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PO-009
The role of interleukin(IL)-35 in the pathogenesis of
bleomycin-induced pulmonary fibrosis in mice model

Qinxue Shen . Hong Peng
Second Xiangya Hospital

Objective Interleukin 35(IL-35), as a novel cytokine, has been reported in a variety of immune-
related diseases and inflammatory diseases. It can play an immune role by regulating and inducing
Regulatory T cells (Tregs) to participate in the occurrence of fibrosis. However, its role in pulmonary
fibrosis remains unclear. In this study, bleomycin (BLM) induced pulmonary fibrosis mice model
was used to explore the function of IL-35 in BLM-induced pulmonary fibrosis mice model and to
demonstrate the relation between IL-35 and Treg cell, and fibrocytes in the mechanism pulmonary
fibrosis.

Methods C57 male mice was transfected with AAV6- IL35-GFP overexpression virus and was
injected bleomycin to establish pulmonary fibrosis mice model. The bronchoalveolar lavage fluid
(BALF) was used to detect the expression of IL-10, TGF-f1 and IL-35 in BALF by ELISA. HE
staining and Masson staining of lung tissue was used to detect the changes of pulmonary fibrosis
severity in mice. Immunohistochemistry was used to detect the expression of a-SMA and
Colleagen-1 in lung tissues of mice. The expression of EBI3 and p35 in lung tissues of mice were
detected by gRT-PCR and Western-blot. The ratio of fibrocytes, Tregs and ITR35 cells in lung
tissue of mice was determined by flow cytometry.

Results The expression of EBI3 and P35 in the lung tissues of mice with overexpression of IL-35
were higher than those of the control group (P<0.01). The expression of IL-35 and IL-10 in BALF
of BLM-induced pulmonary fibrosis model mice were lower than those of the negative virus control
group (P<0.01), and the expression of TGF-B1 was higher than that of the control group (P<0.01).
The proportion of fibrocytes in the lung tissues of BLM-induced pulmonary fibrosis model mice was
significantly lower than that in the control group (P<0.01), and the proportion of Foxp3+Treg cells
and iTR35 cells was significantly higher than that in the control group (P<0.01).

The degree of pulmonary fibrosis induced by BLM in IL-35 overexpression group was significantly
attenuated.

Conclusion IL-35 could attenuate the bleomycin induced pulmonary fibrosis by promoting the
proliferation of Treg cells and iTR35 cells and inhibiting the recruitment of fibrocytes in lung.
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PO-010
A near-infrared fluorescent probe for evaluating glutamyl
transpeptidase fluctuation in idiopathic pulmonary fibrosis
cell and mice models

Yude Wang
Binzhou Medical University

Objective Idiopathic pulmonary fibrosis (IPF), whose early diagnosis and effective treatment still
remain the focus of clinical studies, is a chronic, irreversible and finally fatal pulmonary disease.
Glutamyl transpeptidase (GGT) has a potential relationship with the occurrence and development
of IPF. Therefore, explore whether GGT can be applied as a biological indicator for the clinical
identification and diagnosis of IPF, sensitive and accurate detection of GGT under physiological
conditions is necessary. Oxidative stress is an important pathogenesis of IPF, which can lead to
the injury and apoptosis of alveolar epithelial cells. A specific fluorescent probe Cy-GGT for
detecting glutamyl traneptidase (GGT) is designed and invented to verify the correlation between
oxidative stress and GGT, and it is used to evaluate the changes of GGT in the pulmonary fibrosis
cells and mice models.

Methods A heptamethine cyanine dye is applied as the fluorophore unit located in the near-infrared
region to emit the detection signal. The specific recognition moiety of the y-glutamyl group is
incorporated into fluorophore unit to get a probe for detecting GGT. By studying the fluorescence
emission spectrum of the probe Cy-GGT against GGT, the linear relationship of fluorescence
intensity of concentration, the reaction kinetics of the probe and the selectivity of the probe to
related species to prove that the probe Cy-GGT can specifically detect GGT. The RLE-6TN cells
are chosen as test models to explore the applicability of Cy-GGT in cells. MTT experiment is used
to detect the cytotoxicity of the probe. The the control group, GGT inhibitor group (GGsTop) and
GGT overexpression group are detected by probe Cy-GGT. The activity of GGT in different groups

is detected by GGT activity detection kit. Alveolar type II epithelial cells (RLE-6TN cells) are

stimulated with paraquat for 8 h to establish an oxidative stress cell model. RLE-6TN cells are
detected by probe Cy-GGT, and the establishment of oxidative stress model is verified by
commercial probe DHE for detecting superoxide anions. The transforming growth factor p1 (TGF-
B1) is chosen to stimulate RLE-6TN cells for 72 hours to establish pulmonary fibrosis cells model.
The RLE-6TN cells are treated with Cy-GGT at 37 °C for 30 min and then imaging. Western blot
experiment detects the concentration changes of interstitial characteristic proteins a-SMA and E-
cadherin. The living C57BI/6 mice are stimulated with bleomycin for 28 days to establish pulmonary
fibrosis mice models. H&E and Masson staining of lung tissues in each group verify the success of
the pulmonary fibrosis mice model. Probe Cy-GGT is intratracheal administration for 1 h before
fluorescence imaging in vivo. An in vivo imaging system is used to measure the GGT in different
mice model testing groups.

Results The probe Cy-GGT has good optical properties and low cytotoxicity.The probe Cy-GGT
has a good response to GGT and can detect GGT changes in living cells.The probe Cy-GGT can
detect the changes of GGT in oxidative stress cell models, and GGT is significantly increased under
oxidative stress.The probe Cy-GGT can detect the changes of GGT in pulmonary fibrosis cells and
mice models, and GGT is significantly increased in pulmonary fibrosis cells and mouse models.
Conclusion We design a NIR fluorescent probe Cy-GGT, as an outstanding and rapid tool, for
detecting endogenous GGT in living cells and in vivo. With the help of Cy-GGT, we successfully
detect the changes of GGT in oxidative stress cell models and in pulmonary fibrosis cell models.
Compared with normal cells, the GGT level in the cell models of oxidative stress and pulmonary
fibrosis is higher. To further confirm the underlying association between GGT level and pulmonary
fibrosis degree, we validate the GGT increased in the mice models of pulmonary fibrosis. The
results suggest GGT is inextricably linked to the occurrence and development of pulmonary fibrosis,
GGT might be a promising marker for IPF diagnosis. We anticipate that our probe, as a practical
and accurate detection tool, has promising applications in the precise diagnosis of IPF in clinical.
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PO-012
LINCO00665 promotes pulmonary fibrosis by targeting
miR-214-3p to regulate the UPR pathway

Min Song . Yingjiao Long. Qinxue Shen. Hong Luo. Hong Peng
The Second Xiangya Hospital, Central South University

Objective Idiopathic pulmonary fibrosis (IPF) is the most common interstitial lung disease with
unknown etiology and poor prognosis. Studies had found that long non-coding RNAs (IncRNASs)
may play a key role in the pathogenesis of IPF, but no studies had reported the relationship between
IncRNAs and the transformation of lung fibroblast, and the role of IncRNA LINC00665 in IPF is
largely unknown.

Methods Firstly, experimental pulmonary fibrosis model was established by using bleomycin (BML).
Histology and Western blotting assays were used to determine the different stages of fibrosis and
expression of several fibrosis biomarkers. The expression of LINC0O0665 was detected by gRT-
PCR. Human embryonic lung fibroblasts were used as the research object. The cell activity of each
group was detected by CCK-8 method, the changes of miR-214-3p in each group were detected
by gPCR, and the changes of mMRNA and protein expression of unfolded protein reaction (UPR)
pathway markers XBP-1/ GPR78/IRE1 and a-SMA (+) in each group were detected by gPCR and
Western blot. EdU staining and wound-healing assay were utilized to analyze proliferation and
migration of lung fibroblast cells. Molecular mechanism of LINC00665 was explored by
bioinformatics, dual-luciferase reporter assay, RNA immunoprecipitation assay (RIP), and qRT-
PCR.

Results The expression of LINC00665 and XBP-1 increased in the process of conversion from
LFB transform into MB and in the lung tissue of the mouse model of pulmonary fibrosis. Knockdown
of LINC00665 could attenuate fibrogenesis. Moreover, LINC00665 also regulated the expression
of UPR by targeting miR-214-3p. Finally, LINC00665 could promote fibrogenesis by regulating the
expression of XBP-1.
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Conclusion Our study demonstrated that LINCO0665 promoted the transformation of lung
fibroblast and caused pulmonary fibrosis by regulating miR-214-3p to target XBP-1. This project
might provide a novel insight into explore the mechanism of LINC00665&#39;s involvement in the
pathogenesis of IPF through miR-214-3p targeting XBP-1, further clarify the inhibitory effect of
silenting LINC00665 on bleomycin induced pulmonary fibrosis in mice, verify the application value
of LINC00665 as a molecular marker of IPF, provide a new theoretical basis, therapeutic targets
and clinical tools for the diagnosis and treatment of IPF.

PO-013
Asbestosis compares with fibrotic hypersensitivity
pneumonitis on high-resolution computed tomography

Ruimin Ma'23, Shuang Li'?3, Yuanying Wang®23, Shugiao Yang!. Na Bao!. Qiao Yel??
1. Beijing Chao-Yang Hospital, Capital Medical University
2. 8 SR I 5 s R 129 S e vl
3. B SRR AR

Objective Asbestosis and fibrotic hypersensitivity pneumonitis (FHP) are fibrotic interstitial lung
diseases due to inhalation exposure, for which the differential diagnosis based on image findings
is essential clinically, especially in developing countries. The purpose of the study is to compare
the imaging features between asbestosis and FHP, and to explore the differential diagnostic value.
Methods A comparative study was conducted in 204 patients with asbestosis and 74 patients with
FHP. The clinical data and chest HRCT images were collected with predesigned chart. International
Classification of HRCT for Occupational and Environmental Respiratory Diseases was used to
describe chest imaging features of the patients. The imaging features of asbestosis and FHP were
analyzed by diagnostic test.

Results The patients with asbestosis were older and had a longer latent period than FHP. The
irregular and/or linear opacities were the main signs of asbestosis, with lower lung preponderant
accompanied by ground glass opacities and mosaic attenuation. 98.5% of asbestosis had benign
pleural abnormalities, of which more than 1/3 had diffuse pleural thickening with parenchymal
bands and/or rounded atelectasis. The distribution of pleural abnormality in mediastinal and
diaphragmatic pleura were only seen in asbestosis, and the specificity of diagnosis for asbestosis
was high in comparison to FHP. Subpleural dots or pleural abnormalities distributed in the
diaphragm had moderate sensitivity and high specificity for indicating asbestosis in comparison to
FHP. The observer’ reliability in the evaluation of the imaging features of honeycombing, pleural
calcification, lymphadenectasis and calcification of lymph node was good.

Conclusion HRCT imaging features may distinguish asbestosis from FHP with the findings of the
subpleural dots and pleural abnormalities distributed in the diaphragmatic pleura.
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PO-015
CCT6A sustains TGF-B1 signaling and promotes
pulmonary fibrosis via the accumulation of lactate

Peishuo Yan234, Lan Wang%234, Ruyan Wan!23#, Hongmei Yuan'?34, Mengxia Zhao'?34, Guoying
Yu1,2,3,4
1. State Key Laboratory Cell Differentiation and Regulation
2. Henan International Joint Laboratory of Pulmonary Fibrosis
3. Henan center for outstanding overseas scientists of pulmonary fibrosis
4. College of Life Science, Henan Normal University

Objective Emerging studies have shown that lactic acid may be one of the driving factors of
pulmonary fibrosis, but little is currently known about the role of Lactic Acid metabolism as it
pertains to pulmonary fibrosis, In this study, we highlight the importance of lactic acid in pulmonary
fibroblasts and revealed the CCT6A that may regulate lactic acid metabolism in the process of
pulmonary fibrosis.

Methods We enrolled a cohort of 30 patients with IPF and 30 healthy persons. The serum samples
were collected from the Henna Thoracic Hospital in Zhengzhou, China. The expression of CCT6A
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in serum was detected by ELISA; The expression and localization of CCT6A in lung tissue of IPF
patients were detected by immunohistochemistry; XF-96 Extracellular Flux Analyzer (Seahorse
Bioscience) was used for real-time analysis of extracellular acidification rate (ECAR), LDH activity
was detected by LDH activity assay Kit.

Results CCT6A expression is elevated in IPF compared with healthy control subject, and an
increase in CCT6A immunohistochemical staining was observed in both active fibrotic areas and
fibroblast cells; And the results of XF-96 Extracellular Flux Analyzer (Seahorse Bioscience) showed
CCT6A led to an early and sustained increase in ECAR in lung fibroblasts, indicating the
occurrence of increased accumulation of lactate in these cells; The overexpression of CCT6A
significantly inhibited the conversion of lactate to pyruvate in lung fibroblasts.

Conclusion In this study, we found that CCT6A is highly expressed in IPF patients, and CCT6A
activates TGF-B1 signaling and promoting the development of pulmonary fibrosis by stimulating
the accumulation of intracellular lactate.
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BEEER, BB, ZEARBR R, U SEO R A S IMBLEE b T B, JFINE
i TR A

G TEE 2 KA B E COEE, NS PMC RGERERGT, MITRIR PMC 7 e i
VE. 3TV S AT AL AL MO BLT A YR, A W L 2 56 RO 75 2 5 1 M
FIELF4EAL.

PO-017
HUR/ELAVL1 stabilize osteopontin mRNA in TGF-B1-
induced fibroblast-myofibroblast transition and bleomycin-
induced pulmonary fibrosis
Lifan Liu. Meng Li. Jingjing Zhang. Yiping Hu. Kaixuan Zang. Junyi Shang. Xiangnan Li. Quncheng

Zhang. Yunxia An. Qiangian Zhang. Min Zhu. Xiaoju Zhang . Zheng Wang
Henan Provincial People’s Hosptial

Objective To investigate the impact of inhibiting HuR on fibroblast-myofibroblast transition (FMT)
and pulmonary fibrosis.To investigate the impact of inhibiting HUR on fibroblast-myofibroblast
transition (FMT) and pulmonary fibrosis.To investigate the impact of inhibiting HuR on fibroblast-
myofibroblast transition (FMT) and pulmonary fibrosis.
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Methods The expressions of mMRNA and protein of HUR and other key RBP candidates were
measured by qRT-PCR and WB in lungs of IPF patients and rat lungs of bleomycin-induced
pulmonary fibrosis. The effects of HUR overexpression or knockdown on lung fibroblasts were
analyzed. CMLD-2 was used as mall molecular inhibitor of HUR both in vitro in TGF-B1-treated lung
fibroblasts as well as in experimental lung fibrosis.

Results The level of cytoplasmic HUR was significantly elevated in IPF lungs and TGF-B1-
transformed myofibroblast. HUR enhanced the stimulatory effects of TGF-1 on fibroblasts, while
HuUR knockdown inhibits TGF-B1-induced FMT. CMLD-2 inhibits TGF-B1-induced proliferation and
FMT of lung fibroblasts in a dose-dependent manner, and attenuates bleomycin-induced lung injury
and fibrosis in mice. Osteopontin was identified by CLIP-seq as the key deferentially expressed
gene in TGF-B1-induced FMT. HuR stablize osteopontin mRNA and protein.

Conclusion HuR mediates TGF-B1-induced fibroblast-myofibroblast transition and pulmonary
fibrosis possibly through stabilize osteopontin. Inhibition of HUR by CMLD-2 is potentiated for
treating pulmonary fibrosis.

PO-018

FaRZ =B “ENic " 2 X T/ B A4 UARR B RAI T

RERAT L EHRA 20 EERIE 2. MMORE 2. SmRiR 2 R 2. T 20 Ik 20 PR 3. DR 2
1. BEHERRER I = Bt
2. JTHIBERER
3. )M BERER 5 MY I 55— B e

BH SRR T Al 2T A0 AR LR IR BT 70 S 25 8002 PP SR B B, SR, PUNTAT4Efb 254
BT IR P 56 4 R A 22 11 28 M SR AE 1R /KT 2% 8 R R VR SR T S IR e PP T3 92 i B
B R E R A/ BT AR B AR —Le R PR, (AR 14 9 IE NN e N2k
IPF R 2 N AR . 2R, R Tzt B H A E AR AR R B U0, T A AR A Ja 2 1 2
H@.

Tk BATREA L 7 2 MR R R S A 4R/ B, JFAI BRI te ik, KRR
Bayets, FEEFESH. FREAR Al 2081, micro-CT JESIhAE AL SAE SR H ARG & 14
T PFA R R XHZAR R AT KOS 4 D H INEh A IE R

SR BRERMEAR S RN, e TFRIER, NG R A g, AR F AT
R 2 TAEAE I E 2 AL b AT S M &R s, BATHED, 31X — 7 JE M BLR AR AT g2
HI T AR AR A G SR IR i BOR RE 58 A FEAU MR T B, 9 THESE B BBE,  SRATEBIHT IR & UKy
“PURIHZIR PR TP 4L PPAL IR R, /0 B 2T 4 AR 25 2 2R (1 W i K 4
FUEBEAMI, EORFERE— P R AL .

G5 JATADCE B T T de b s B AR AS T, IS PR QST RO I E 3 AE T 7T 41
2 5L gt PO i B2, AR T AR A D I FR I R & X — T BOR PPN Il £ 4 AL )™ B
FEFE
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PO-019

R ERIESE R BT E R PR MR 2N

M B FEK. B, R8T
o H ARG BB

H K Objection: The aim of this study is to evaluate the safety and the diagnostic accuracy of TBLC
in patients of desquamative interstitial pneumonia (DIP).

77 ¥ Methods: This study analyzed the biopsy sample sizes, main complications and the
consistency between TBLC pathology and multidisciplinary discussion (MDD) diagnosis for DIP.
£E8 Results: An average of 3.4+1.0 specimens was obtained per patient. The mean size of the
specimen was 26.3+5.7mm2. None of the cases had pneumothorax or massive hemorrhage.
Seven cases (87.5%) had mild bleeding and one cases (12.5%) had moderate bleeding. All cases
had the typical pathologic characteristics of DIP, which was highly consistent with the diagnosis of
MDD.

£5# Conclusion: TBLC can obtain sufficient samples for the pathological diagnosis of DIP, which
has a good security and accuracy in experienced specialist centers.

PO-020
FAP AR E B fhifs o RRIE R N T A 4E LRI ER B

PMSHE L EHRR) L et RS L BERR L T L e, B2 REt
L HEERER
2. T MEERER AR 2 — BB

B H 2R fb e ANt S, B R sk Z USRI RS T BONE BRI 245, LIAEE R T
fili¢F 44t Cidiopathic pulmonary fibrosis, IPF) [FLEFFIEFANN 25%, WPEFRN A S IE 12
fiE”. fEIE M 30 Y, PUlTAF4EA 25 B PR S8 K EE o # LUR M 2. 2017 4F R RAE Lancet
Respiratory Medicine _H—RFIE 2 HT T HTLF AL 250 PR S8 W i = B R . k= 2452002
WHMGFN T B . FAP SES R I, MR Uil 41 410 1% —t FpE xR A 2 Fs Aa T FBL
IR A “TRiZ M T TC 25 AT RO IR s FAPI-PETICT 344 A% A i 4 Ak 250 B I R FE it 7
PUEA AN T B

TrvE FRA TR AT 21 1 160 J5 A it R85 Ve A s A B e I 2 4 AL F8 A b A5 384T Western Blot, gPCR
R A AL S Al FAP 81, FIRDRE A Al A0 Mt B e e AL R I BH S S AR, BE S
FIH 68Ga Fric ity FAPI X 24 fililfs R[] 53 14 fitisps s N AT PET/ICT Rif% -

8 FAP EERAUANTAH LU L ARRIL, WE IPF (A Sb Rk 2 ROk FAP fE4N A
NSIP i hRiki D, TMAEL4ER NSIP fil UIP g b Rk B THR, H FAP FHMEHN S KL-6
BT 4 B O BOR B IEAE ¢ . 68Ga-FAPI PET/CT Hif4 45 3 Eor PET (55 1E IPF il 4
HRERERESS, 1MTE CTD-ILD 1 IPAF B I 4 115 S A 8es, H5 KL-6 {HIEA K.

58 FAP BENS SN AT 4E A0 I B T5 OIRAS, 68Ga-FAPI PET/CT Jifg A% 3 i 41 4 Ak g5 N A& 754k
FIHERIE,  BERE ARG IR L3697 Il 47 4EAb e i& & F 25009 N, RIS oM I 41 4 AL i S R va o T
PRt .
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PO-021
Feasibility and mechanism analysis of Shenfu injection in
the treatment of idiopathic pulmonary fibrosis

Peipei Liu 13456, shengnan yang'3#56, zai wang?. huaping dai3456, chen wang®34567
1. Department of Pulmonary and Critical Care Medicine, Center of Respiratory Medicine, China-Japan Friendship
Hospital, Beijing, China
2. Institute of Clinical Medical Sciences, China-Japan Friendship Hospital, Beijing, China
3. National Center for Respiratory Medicine, Beijing, China
4. Institute of Respiratory Medicine, Chinese Academy of Medical Sciences, Beijing, China
5. National Clinical Research Center for Respiratory Diseases, Beijing, China

6. WHO Collaborating Centre for Tobacco Cessation and Respiratory Diseases Prevention.

7. Chinese Academy of Medical Sciences, Peking Union Medical College, Beijing, China

Objective Idiopathic pulmonary fibrosis (IPF) is disease with high mortality, and its effective
treatment is limited. Shenfu injection is a traditional Chinese medicine which can improve circulation
and protect cells. Shenfu injection is mainly used in infectious diseases, haemorrhage, hemorrhagic
shock and other Yang Qi burst off Syndromes in clinics. It is also applied in the Qi deficiency
Syndrome, such as cough, shock, panic, stomachache, diarrhea and so on. In traditional Chinese
medicine, IPF is considered to be in the category of pulmonary arthralgia and cough, and its root
is Qi deficiency of the lung and spleen. In this study, we aimed to investigate the feasibility and
mechanism of Shenfu injection in the treatment of IPF.

Methods We performed network pharmacology analysis on the feasibility of Shenfu injection in the
treatment of IPF, then Molecular docking was used to visualize the interactions between the main
active compounds of shenfu injection and targeted proteins. Animal experiments were performed
to validate the effects and mechanisms of Shenfu injection.

Results According to network pharmacology analyze, Shenfu injection may have a positive effect
in the treatment of IPF by pathways in infection/inflammation, apoptosis and cancer. Molecular
docking results showed that Ginsenoside Re, the main active compound of Shenfu injection had a
high affinity to the core target proteins of IL-13, caspase-3 and NF-kB. Consistent with this finding,
animal experiments showed that Shenfu injection significantly reduced pulmonary fibrosis in a
mouse model with inhibition of apoptosis and inflammation by downregulating IL-13, caspase-3
and phosphorylated NF-kB.

Conclusion Our results demonstrated that Shenfu injection efficiently alleviate BLM-induced
pulmonary fibrosis through multi-targets in inflammation-, apoptosis- and cancer-related pathways,
which provided first evidence and reference to the feasibility of Shenfu injection in the treatment of
acute exacerbation of IPF.

PO-022
RBLT K P SRR MEMAEL B MERFENEXERR

K
P KA M s B B

B BRI IHL R A VAL AE-IPF XU & IPF TS MOSE bR e, DMER IR I AE-IPF (195 XU B
Hordr IPF BFH G TE, SEmA BT AP IPF &3 file MR T30 & .

i e 2012 45 1 H-2018 4 1 A7ERS B K245 — B B B i N BMEBE Y 90 f1 IPF &
F, WIRRERS N 2, SMEER (AE-IPF ) 344, g 56 1. IPF. AE-IPF (I A\Fr
2% 2018 4 ATSIERS M HRARER 22205 22 7 o2 R TR R VEIB A e AL s Wb i . SRR BT
(G RN e 47 Bl o R BT TR RS R B ok, SR IR R SRR lﬂ%ﬂﬂél%\ H%
FHALEREE, MA0H: Bk ZE8MAma k. SMEE; Wohee: MosE. B—DHTRE.

ﬁﬁﬁﬂﬂiiﬁ%\ — AR B S
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8 1. IPF 4 TBIL. DBIL. IBIL /K FEHRART XA, ZRBAASITEE X (P<0.05) . AE-
IPF 281 TBIL. IBIL /KPR T IPF fae i, ZRBAARiI=E L (P<0.05) .

2. TBIL A1 IBIL 5 DLCO %5 1EAHIE(r 4354 0.380. 0.449, H P 1<0.05), IBIL 5 FVC%%IE
XK ZR (r=0.073, P<<0.05) .

3. Z[H % Logisitic [A1 )443 .75 TBIL. IBIL. FVC%. DLCO%. WA AE-IPF AT fE R K 2
4. LR L Z A% Cox Hufs] U BV 20 B B onE#e . . DLCO%. TBIL . IBIL /& IPF Til/5I1)
AT fERG R R

5. £zl ROC & PP AL 20 IPF SIS i fmi A (. 1IBIL i 2~ Ak 0.795 (P<0.001) ,
ARG FME N 5.2umol/L. TBIL filiZE FimAh 0.787 (P<0.001) , I FAE N 7.15umol/L;%4:
il ROC M VAL IHLL AT IPF AA7 T B TAN B TBIL I fh4e R AN 0.783 (P<0.001) ,
F1f F{E 8.2umol/L. IBIL FMiZk FTERIF N 0.779 (P<0.001) , Ik A{E N 5.35umol/L.
logrank % & 7% TBIL. IBIL & 41(TBIL>8.2 umol/L. IBIL>5.35umol/L) kb fik £ (TBIL<8.2
umol/L. IBIL<5.35 umol/L) 417 = .

26 1. IPF 3 TBIL. IBIL KFLU{# R AR, HHEE IPF SN LW Thaef#(k, TBIL. IBIL
IR H AR -

2. TBIL. IBIL 7& IPF 2N E M G 2%, 24 TBILS7.15umol/L i} 5% IBIL<5.2umol/L, IPF &
A 2 T 2 RS T

3. TBIL. IBIL 42 IPF 5 (A7 GG R 2K, 24 TBIL<8.2umol/L i 5 IBIL<5.35umol/L I}, IPF Fija
AN R YRS I

PO-023

AENEERMMRTEITS REGHE

Ak BR¥e XUNEEL PRERER. Eikt:. Bmefe. R MR
P RS IR 2 e Y s sk R e

H K] Fibrosing interstitial lung disease (ILD) can cause high mortality and sensitive evaluation of
fibrosing ILD could be critical. The aim of this study is to develop a scoring system to
predict prognosis of fibrosing ILD.

J7i% We retrospectively reviewed 339 fibrosing ILD patients admitted to Nanjing Drum Tower
Hospital from February 2017 to February 2020. All patients were followed up until September 2020.
Z55 Cox multiple regression analysis indicated that smoking history (HR=3.826,
P=0.001),age(HR=1.043,P=0.015),CEA(HR=1.059,P=0.049),CYFRA21-1(HR=1.177, P=0.004)
and DLCO% predicted (HR=0.979,P=0.032) were independent prognostic factors for fibrosing
ILD. The clinical scoring system for fibrosing ILD was established (ACDS). AUROC of the scoring
system for predicting prognosis of fibrosing ILD was 0.91 (95%CI: 0.87-0.94, P<0.001). The cutoff
value was 2.5 with their corresponding specificity (91.1%) and sensitivity (77.5%). Correlation
analyses showed that the increased age, CEA and CYFRA21-1 were significantly correlated with
decreased DLCO%predicted.

g5 ACDS is a simple and feasible clinical model for predicting survival of fibrosing ILD.
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PO-024
RHER d 5T ERMEEELIERBTHENIER R
HLHIRYRR
K. W, RO TR,
VT A5 K W RS

H i w7 DAL b2 40 (Type 1l Alveolar epithelial cells, AEC2) {44 AR AL b 21 i B W
(A8 Jz SE 2 et d (Saikosaponin d, SSd) FZAR 7Y H 4 i B W 1 AR .

T KA S0 7 -8 1k0mik SSd /BT A549 4 2 4asikfE, PIELAEKIFT B1 #S
A549 4lifitl 48h HSTAAF LAY, A BES SSd K. . mIREE (2.5 5. 10pg/mL) . 7
% (100ng/mL) AbF4NfL. CCK-8 %44l TGF-B1 & SSd BtA TGF-B1 ALFEXT A549 4l fF
TIN5 R B AR ER I R R R A G E . AWEAE R . WAL NS R
1 B OB B R KY . R BPHRE I S et S B S ISR A T PN MR T R

MRFP-GFP-LC3 1875 8 % 4+ AS49 4liffl, LA ML NS mRFP-GFP-LC3 XUt KAk,

AL A -

GEE (1) HIEWAMEL, H TGF-B1 AL AS49 4Hfu)s, b R4 AEYEEE 1 E-cadherin #ik/KF
(X (P<<0.05) , Col-1. a-SMA & HERR/KPE R (P<0.05) . ML SSd il #HxT T A 40
E-cadherin FKik/KFFFE, Col-1. a-SMA HEARIEKFRK, HUL SSd =ik B AE BN
(P<0.05) . (2) 5IE#4MLEL, i/ TGF-B1 4 A549 41ifilj5, Beclinl. LC3B-II/LC3B-l %
IKIKFBER (P<<0.05) , p62 EEHKIE/K VI (P<0.05) , 2 H MR TE S B R K135 52 2|
). S, SSd T-His Beclinl. LC3B-I/LC3B-1 Fi&/K I+ (P<0.05) , p62 & H
KILKTF IR (P<0.05) , #8 SSd I 7 TGF-B1 SEM4HM A WMl . (3) HHIAIIAHLL,

SSd i FE A I TR B 2R 2 20 B N SR 0 S 4T (0 5 e B i B W 3 i, e A R BE AU AR ALt

PSR A0 A W AA T 1l S N B AR B A 38 52 2040, 1 SSd 15 mT DU F F R, 425
41 B W K

Zhi SSd REigiE I HH] mTOR MWEIEIL A S AEC2 41 AW, Ml K IEFEHT TGF-B1 XF AEC2 1)
RAYEAAER . FTREN SSd BT IPF MIIG IRV TT S (s ik .

ePO-001

Bifi B U 4 B 2B R AR BRI A iE 5 B ER 53 A H3CRKE S

MriG. TEE. EEE. $FL. WEX
TR R I S 2 — = e

BB R A B S 4R B 4 2R 4H 3% A= 5 (Pulmonary Langerhans cell histiocytosis, PLCH) 1)
e AR 973 B AR AT

T WER RN R It 25— R B PP 5 fE BRE R 22 A 2010 4F 9 H & 2020 4 6 H &I ZHIT)
PLCH MG R 5 EEBRE,  FF BIIUE > AH S SCER TR«

GRS FIh B 25, Lotk 3F], FES27~78 5. W 251, AWK 3 F. IEKED N 3 BIIRIK
R, NIEERIL, LEIRH, 1 EIRFRREG MR . W CT KRB 3 612 K TS sk 4z,
4 Bl IREE TR, Hoh 3B, 1B Z RIFTEE TR, o Wi, 1 s ii. 3
Bi4T PET-CT Ao B A58 il Stk 4556 ikt SUV MG &, #Re WM &I . &4b
BEFEARL Mg LAUE SRR, U0 B L RS DU 4R g 4, 454 S-100,CD1a,Langerin
SRRV Sy AL B, 212 PLCH.
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£Z51% PLCH Al LT, IRREMAIA, PET-CT & Eoniikt SUV EE, BSiRE
NI, AR RN SN 2 R BESIEFENAL TS PLCH 2l B8, 81 8 kh iH A AT R A
HFAE T G 2 ZH A 0 FEAG 7 ] B A2

eP0O-002
By 13 SFEWGRRYIE) B Al s B 5 Bt 7R
XM E B RR

M mRE

S 1 PN S

Jrik A 13 4[] (2008 4F 1 H-2020 4 12 H) ILD & . 4 ~ALLFIYANBASY: 1IP, CTD-ILD,
IPAF, ILD-LC.

g8 (1) 13FHIA ILD 3 1737 7, 2 NFUZE LT, 2WiEE 2.4% 7% 7.2%. HEkR
ANSEHEIHE B 5 T 4% 147341, Horh B4 891 4] (60.5%) , 58241 (39.5%) , H#tbfl. 1.53:
1, FHRIFFER 66211.8 % (22%-95%) . (2) ILD-LCAL B (88.3%) , WIHZE (77.5%)
KR TE K> 400 AL (51.4%) Femi. (3) A AHIHE S0 58 M s fm o it 35 3% 133 4
(9.0%) , GRS HF A (35%) , HEAMA (18%) , &8 (16%) , 1h2EiI57)
(15%) , ¥ (12%) , KE (4%) . (4) SEIRMEAEF ILD-LC ZHi%uk (86.5%) , M&Ifl
(13.5%) , M) (25.2%) KA ZFfm, MAH (7.2%) KAEZRHEMK. OTRT7 CTD-ILD
(20.8%) M IPAF (40.5%) kA FREE. HHEIRA CTD-ILD (5.5%) M IPAF (7.1%) HXK
R, MRUHE IIP (56.3%) K CTD-ILD (55.8%) K% i, Velcro W&%{E CTD-ILD
(44.2%) KAEZGE. (5) fELIE A& H, MMYgeLl FVC & DLCO FiEmE, H
7£ CTD-ILD 4 FFERIMREE A, 1 ILD-LC K% IPAF 1At ThAE N PRI AR /N 1IP 4HE CEA
Fik/KFET CTD-ILD 4, {HEE H/K KT CTD-ILD 41, CYFRA21-1 £ CTD-ILD #H&ik/KF
BT IPAF4. (6) fESIFREMIF AT, IIP (35.5%) f CTD-ILD (39.6%) 4Likfilizhik et Kk
" E, CTD-ILD (6.4%) & IPAF (7.1%) MIHURIRIIERIRR A S im. (7) HEZEITm
BEBREZ T GCIRIT (72%) , IIP B\HI 52 GC iRy ITiE e f:, CTD-ILD BAI N 5% GC Bk
AR ENRIF TG B, IPAF BAFI N2 GC 1IT TR fefE.  (9) AW ILD-LC 7E ILD H
KA 7.5%, JWEBMEENT (42.3%) , WK IV BiRZ (64.8%) , Hlili oAk
(28.8%) . 5 CTD M5 ILD-LC BL RA, SSC 2 PM/DM #c# W Bz IP ZH B LC AL
| 36 N H (29-60 MH) , EWE CTD-ILD £H I LC Hfulsta 60 ANMH (12-144 D
EGFR, ALK, MET RAZZH14 16%, 4%, 4%. NSCLC 24T, #A3597 A& SCLC
HEZAIT G AL PFS 2058 4.5, 4.2 F13.9 M H, H{7 OS 4358 9.7. 8.6 1824 H. 14l
FYRTT K& 2 BT B I ABILD, &% LHIBET.. mifksT 4 I 3 5 AEILD, NHBERRIT G
PE N RAF, RHIIET,
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ePO-003

X SERBIARAERRIE SRR P RISETREX

R P
JICHR = 2 e 25— it Jes B o

B 2 LR SOV BB R AE RIS 1 52 o 1 At T (0 DXl T R 12 i b | S
yRig sz MR (Diffuse parenchymal lung disease, DPLD) & DAAS [FIF&EE A =l E4r S 1 28 i F
CPYEAC N ETRRAE, AR TR IR . R R B AL R A 1], & S EU -
BYH I ThRE FRALTE R 1) —Fh 2% . DPLD JiIRARZ, RIFALEIAE, MRIEGIHKER. #2145
Sl B DO B e AT RS B, A SO B TR R A SR R 12 WZ 2R 5 I e br i . WL It s R 7
AR A EIERESE . BB BTSSR B R T IS DA S 4 S B VA VR A
HMBHIBIEAS . A BISRH AR 5AMBHUR IR AL, B MG/ o852 B 4 o5, 1 B AT 72
DPLD 247 H A A Beim i N R & S R B A 5 4 S AR I iE S . X T DPLD 1Y
T B AT R B MR L K . MR R UL R B R R S 5 A s 2 R N2 T
PEARXT LRI IR R IN SR 45 R DL i B2 A 4 IR AT S5 & VA, g B SR A i 5 s
L E . (HHTAE I 7 NS E0R B s R — 22 5, W FEx i e Wil B Fl. Xt
Joa NG B B /N A g SR A e N B . AR SOl X S AU B i A B AR TR Bk 18 1 52 o A i v
PIZWII AT SR G MR, T S ISR BRI R 1R = 3L

eP0O-004
Anti-fibrotic effect of melittin on TRIM47 expression in
human embryonic lung fibroblast through regulating
TRIM47 pathway

R BREIT 2 SEE L B L SR RDFIE L REEte L 5REIT L HKIAHE L T L R
1. by PR 25K MY BB OB R e 50 2y B
2. Big iR EE B (R T BRI A B D

HE SRR RN =P EA (TRIM) FEIE NG T AT 4E 40 i (HELF) 21 4846 i 4 & AL
il

Tk JE I Y 293T 41 /il RNA TR AME 0 #d RIAF R 0TS0 A HELF (1345 ;
Western blot il qRT-PCR &l 85 (1 mRNA [3R1A; A G LPiie kil 5 & A R 1A
(PPM1A)IAHEAEH .

LR SRR, IPF 401 TRIM6. TRIM8. TRIM47 mRNA Fik B Thm. 655 2 m 4k
TRIM47 mRNA & BFRIEKF, A MEAG I 4E40f (HELF) 3958, s sig K1,
%] Smad2/3 Bk Tt TRIMA7. a-SMA. CTGF [k, #4) Smad2/3 KR 1L F 24
FRIA G TRIMAT i RA A5 Smad2/3 MBIR/KT, S EAMEKE 1A (PPM1A) 2%
1k, BEAK PPM1A [f)3IA7KF, 1 TRIM4A7 RNA -0 ATl dix — 45 5,

V0 g 2O ARG IR AT 4E 4N B I 4R AL B BB ANHIVE R, HigR 2@ HE K Smad2/3
(R A B I PR IR TRIMAT [ZRIAZKF, AT PRI Smad2/3 Btk [FIE, TRIMA7 iRk n]
7S PPM1A 72 246 A
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ePO-005

— BAZR B K B A £ 4E AL RO HD I F B AL U 4R

T BT FBMR. AR
JICHR = 2 e 25— it Jes B e

B B 0T FE ORI O6T fil £F 4E A0 S /8 B B B AR iR T A

T MBS R B TE R 72 R, A ANRHIRAL (A 4 o BRI (B 4D L VA4 (Cc 4D .

T (D A » SBANSEN—KMERAR K, MER=ZHNEN —KEEARER
(4mglkg) ; TR FIEH R FES IR (Amg/kg) 105 AT 25970, i B2 &
VRN B Py ENAEFR K, BRI NIAEAL TR, 55 28 R REFIKILEALFE R, A iR —
i (MDA) . RFUAEAAE 1 (T-AOC) IR B K i 40 468 S AL W AL B (SOD) . it S AL Al (CAT) I
T WU 2T HE & Masson Je (i il 22 O B AR 4k, 04T S AL U i 2H 23 NOX2/4 3K IE 5

KH RT-PCR £ Western blotting 7273 A A it 41 21 NOX2/4mRNA [543 7KF Je NOX2/4 & H
L8 My MDA K : B>D>A (P<0.05) , HiF B4l5 CHLGiH#%E% (P>0.05) ; gl T-
AOC [ K IfiE SOD. CAT HIiEtE: ASD>B (P<0.05) , Hr B 45 C LG %%ER
(P>0.05) ; Jl&F4Efbi ™ EF2)E. B>D>A (P<0.05) , Hf B A5 C HEGit¥ER
(P>0.05) ; %% 41k & Western blotting 7% . RT-PCR 43 %] ill '8 NOX2/4 & H ®ik K
NOX2/4mRNA #3/KF: B>D>A (P<0.05) , Hi B4l CAHLSI¢ER (P>0.05)

58 WKL AT HIH] NOX2/4-ROS 15 50 #, RN EAL R G, R 4t gk g

ePO-006
HPS-1 # Hermansky-Pudlak ZZ&{EfE X148 B tEfb2¢
1 GIFHCHE S

RGBT
JINBE RSB R 2R — BR B

HE W% 1 6] HPS-1 Y Hermansky-Pudlak £5A4IEAH I 18157 14 it 28 PRI R BRARE 0, R L 4F
AEAL AL . I A EASAE B TR VR TT o

FvE HE et il geta . SR8 FEpR Gt & NGS AR, HE SJAHSCHR.

SER il ZHSURAR BB A, IR WVEIARRE . & S IR i o AR 48 25 1 11 R v b Rz i 36 A=
SR KMt e I B S U A AR e B I R, TR R AR 44, o] W AR A A REAR AL . IR EE
I ALy b g5k SP-A. SP-B. CK. TTF-1 /2 NapsinA, 1fii CD163 [14:; Galectin-3 7£ /]
JREFYEANML . VEIARRENT I - R 40 f E e 4 i35 e . JFALA2E (EBER. CMV) SRRk YL
(NHER. B2, PR, PAS 2 D-PAS) HJHIPE. NGS —ALIF N HPS-1 A,

258 Hermansky-Pudlak Z5&fIEAH LB JoE il 8 20 L, FLIER S R or &L, IRIR. 214
FERRT I SEEE R, MR EZERE AR, BRINIZRIZIRE
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ePO-007

SRR R B EER—B

EISIEE NN s
LA O NI EE B

B ) A SCHGEAR BEi2ih 1 BI85 845 1220 B A VURR i s B R, IF RN R B 45170
HBLEERE AT RE VR T LAM IR IR o (RIS 2R T B A ANIRE R 45 10 15 R0 0 LR v Fr) o
B, IR ST AT LAM IR s SRE ST

T35 0 A - A ST SR S 80 H B L VR B B, RS T S5 R LAM R 1A
R, DA Byl PR IE= A S 4 A 12 o

SR RGO E A P B A o8 LAM IR RRBLN, 7 ZE ) LAM T e, It
b, BHHUAE SCIIRGE 7 mTOR {55 (19 5218 5 B B PR 28 i )T RG89 ROt J A o

G5 T I [ 23 A (RIS 20 A T LAM 5 6 b A B H RIS BEIE SE LAM FIZE 59 1) 3R]
Bk, (ER AT EAHED mTOR R H SR AE LAM FIRTSE 50 Z [AAFAERR R . AR T EE— P Hk
TR LA BB B0k, [RDBE 20 Ak S 1 AR ARFAE Il PR = 2 1 S I i X B I PR I
TRELMFAR 55 R W S HOE R LAM 257550 . 382 AP ISR & 51T, RIS TEAl I Ao
PEHERESE, BERREVI T R S BRI R, IR ARSR IR T R EE R .

ePO-008

RIRAFI BT BB SRR —B5I

e, TS« ARIEE
TSRS 2 e B T 5 B T e PR 5 s EEORE P 2

HE & 468 e 2 — Pk AR K IR 7 S2 AR IS 2 BR G 710, B A O A I 3 A /) 2 B i e
RS — M EZEAY) . HAERRNA R RN AEIERE R E . IFIE . LKt kTR LR S
PERBIR 55 . 5 AR JE BT S 545 2 ER BUN R R 28, RAERIRER LR . AT
BT LRI &5 R B SUa 8 30 a @], fHoEun .

Tk KRB S 55, 56 %, 201845 H 22 HE“HE VK& E Bk, ik, 1
ety B I8TE, RIS IER B (R E B B AR, SRR )8), |7 3 K 500mg/8 h, J5 3
K 250mg/8 h, Itk 6750 mg. 5 H 29 HEFE HBUNETE, KM, 4~5%/d. 6 H 2 HES
PRIER i 2 J5 15 ML 2 ey, 6 H 3 HEF R, i &ik 40°C, TRFE. JERK,

PERE R VERZI, W% R, DIRYEE REUR2 ik, KRB, 6 H 5 H T UhEEF(ERiRIT, 47
PUREE . PUBRSSEGRYT, REVIRE. 6 A 7 HEF BRI, 6. FFREME, T 6 H 8 HkK
Biisih. ABedifk: T38.1°C, P 118 &X/min, R 25 /min, BP 138/81 mmHg, Sa0,89%; i &
T, MR, OURTREIRCRL, R SR s OIS AR, SRR R WY EARE . iR

PH 7.38,PaCO> 30.8 mmHg,P0O254.1 mmHg, Sa0,88%; ¥ #M: FH4IM 10.48x109/L, ki
UM 4tk 80%, IMZLEF 158 g/L, I/ 137x109/L, C M 88.5 mg/L, MmifHik 18.95
pg/ml; S EEH 44.95 g/L, HEE 24.50 g/lL, MEIIRRIER: KAMEFMIES, MEKEDUE 190G
Rl S5 T Al Prh PER A B R Bk LA SRR . R T IR
PG R B EB R EEAX IR I . B4R B AL IR A B o AN BE i i CT R AUl #L A
[ EURBRIS BB Y, SEARRS, /NHERRIGIE (B 1A-B)

SR MR EE I EEESJE DRsE . SRR LR R RIS = R, Z5AME CT &
MG, RARRIZWIHEE: SUERMBG . | B EsE . 4785 TP ALHBINES, HiE
Jv. 80 mg/d 4%, ELBTES R 0.39/8h. ERFERFEFHVD A 0.4g/d HUEGY, PEFTHIMERNER DL S #MR & HAE
YHAIT . VAT 2d JE R VR R AR A, AR IER . 5d JE A CT R XUMZ KB IR EE B
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WM, SRRBAGI B, SN ERRERZ . (K 1C-D)  @iiE R34 FHAIT 11d
Ja, EAEMIE CT o= XU B PR LR (B 1E-F) |, BE RIS .

50 X B REAE R AR B R S SR s o Ra b, BRI PR, RS
LA Bz, Insm PR LAR BIE <, ARk R ke, dERPK AR IUCTT . B IR SO G
EPE

eP0O-009
Systems Bioinformatic Approach to Determine the
Pharmacological Mechanisms of Radix Astragali and Radix
Angelicae sinensis in Idiopathic Pulmonary Fibrosis

Yufeng Zhang'. Lina Gu?. Mengying Liu?. Qingging Xial. Weilong Jiang'. Mengshu Cao?
1. Jiangyin Hospital of Traditional Chinese Medicine
2. Nanjing Drum Tower Hospital

Objective Background: Earlier meta-analysis has publicized that Radix Astragali (RA) and Radix
Angelicae sinensis (RAS) are valuable to pulmonary function and exercise capacity in patients with
idiopathic pulmonary fibrosis (IPF). Objective: To regulate the pharmacological mechanism of RA
and RAS in IPF treatment.

Methods Microarray datasets for IPF were examined in the Gene Expression Omnibus database
and differentially expressed genes (DEGs) were recognized. Active compounds and target genes
of RA and RAS were recognized using the Traditional Chinese Medicine Systems Pharmacology
platform. The DEGs were combined with the active target genes to construct a medicine-
compound-gene network and a protein-protein interaction network using Cytoscape software.
Gene Ontology function enrichment, Kyoto Encyclopedia of Genes and Genomes pathway
enrichment were studied using RGUI. A gene-pathway network was established using Cytoscape
and molecular docking was done using AutoDock Tool and AutoDock Vina software.

Results We recognized 1,566 DEGs and 40 candidate target genes of RA and RAS acting on IPF.
The six key active compounds prophesied were quercetin, kaempferol, stigmasterol, 7-O-
methylisomucronulatol, formononetin and beta-sitosterol. Following network construction and
enrichment, the two main pathways were acknowledged, namely the tumor necrosis factor
signaling pathway and advanced glycation end products (AGE)-receptor for AGE signaling pathway.
Preliminary molecular docking to confirm interactions between key compounds and their protein
targets in the pathways was carried out.

Conclusion The pharmacological mechanisms of RA and RAS in IPF treatment have been further
elucidated, which could show valuable in future studies on their mechanisms of action for treatment
of IPF.

eP0O-010

YN o323

Higte, [MEE
FERH T L BE B

R RAER VR4t APF) SEREKA KRR, HXZFENEFIEMRE (LD TNy
FiZ D, ABTTTHKIREEIE ILD Wi ZE BF RS E IRRREABUS .

JivE 1E ILD BUHEVERASUBT FE M52 10 T, ZHENGOE SONER2 70 47, ZBHEUAMARZEL L [H
M2 R M X 2 KA T 2200 1T o
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g8 163 LZikEH, 40 4 (24%) NEHEN. KEZEEEZRE LB, 55 LSBT
7B ILD (46%) . IPF (33%) . 4i4h4H44% (CTD) -ILD (12%) Ak ftEfik (7%) . K%
BEFEN (72%) ILD Anf o8, H BRI 5@ E Mm% (UIP) A—3. JEEFE2 il
52 EZ NG M ThREA 3 ST R LR EMEER, WK IPF EFH LA 5T

g8 RER R4 OPF) 2 W —i2Wr, HRZHEFZIREH IR A 4E4L
PR ERG% (ILD) o FRATTHI R BLSR I T & — 0057 & B B MMl s, TR, #8% EHEbR 2
BRGEMMALYH (CTD) « AR[8 LD fEZFENHIRE WL, (2K H X 28R P05 3 [a] J5 14 fili 5%
(UIP) A—F. REZFENHETRAREROE, MM (ILD) Mgsmin] fE s NI R, (HiX
— 2 A) BRI (ILD) FFA ™ R el B 2 B ik

ePO-011

B Rt AR B E NS MB RN E

Hizt, MERE
FERH T L BE BT

HE ffEsEfE (TUS) #YCNR IR BT (LD M—Ftal. Rk, AR
BRI (ILD) MR ERFIE . BhAh, VT T IX SRS AE 5 v &0 e . sk
M58 (ABG) A1 6 738 P ATl (6MWT) SEUHI Al BEAH .

e ARG S, R R Xm0 ER CTi2 W ILD 3% 50 4, F:A7 3 32 il T el o
6 7 Eh TR . Bk AR A A B ARG A .

581 40 5 (80.0%, p<0.001) HBHZSWHEFEI AR N B, 224 (44.0%, p<0.001) , 281
(56.0%, p<0.001) , HGRELLAFLIN 39 ] (78.0%, P<0.001) , M Nk 22 #] (44.0%,
P<0.01) . ik 5 8 hn 5/ A is & (FVC) Tl 2r b (r=-0.345, P<0.05) . pO2 (r=-
0.335, P<0.01) . RN MAMWAE (r=-0.444, P<0.01) . 6 8 H4THE (6MWD) (r=-
0.554, P<0.001) Z2AfiAHK. B &IGmmEEw 5 mNe FVC Btk (r=-0.278) . pO2 (r=-
0.207) . #1ERY SpO2 (r=-0.170) . MWD (r=-0.209) S A3, (HiXEEAHEM TS5
X (P>0.05) .

i ZMiEFEAA (TUS) ZEWEFEMT (LD M—Ma RG22, &l DU Rt
ILD M EAERE . ER M), IR SEAE, A, Waim, TofEd. XU R H AR 2 U
Bl EEMCEIEMSE TS Z2d. BRI AU R A .

eP0O-012

et 1 BB BRI R 2 & FH Ak B & AT IRiE

LR, FlE
RS RS = B2 B

B B A 115 [R5 PR 8 A IR 1 Lot R 1 — MR SERARAE . YR IT VIS IR IR BORE, I
IR O SCHRIEAT KRB RS, A3 M ek Je A e IR T A1 BT I i 2% A I Ml B i R A

i WG R — R R, IRIR R ARAE . BliZhee. AR &g R M Hofh 5o b = A0 A &5
B, W, REBEHSITE; EAWKSCER A BTIEAT AN, PR a5 PRI 5 & Ot o iR T
FB, WIS JeARAEIR YT 18] 5 1 il 58 A FHE s 25 o (097 R4

gER AR SR IRIE KRB — AL 58 BB SCIR TR, IR EEW. SE 10 &4, NE
6 AT E . BET 2011 FELHEFER EBIZW. 5. a5, ERR. RT, 47
J CT kA% & [a] i M fi . 2015 B T UM EE e i2 W A R G E” CRAERANTE) . 2020
F£8H, BHRMEW . SATME S T AMER, CT3RAEM bk 5 AR, 5 7 it R
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Ji, FERERIR EGFR 19 AR FHUARAE. Nk E)e 3 HJG, MIBEMGR SURINE, &iF
IRV JE o R i ZH 2R R SV I E VR LR Y Cu P, T DAPLEE IR T o 285 8 B A SO
B JE ik e A B i LU e 4eb e, T 2021 48 1 A FLLJEikJEAii (300mg, Bid) A
J7, R i BT HE R, UK B, R R AR E . IR B )R, RS
DARGSE . 8 BRAEA MR 7 2, JoIBot s S HRND B 5 sl . XUTRT [l e Velero W83, XUINF-45 .
TR B, TSR, MR R B RGBT ARG, IRhae T i, &K
B BFRIE LR EIR, RIS N RGVERAE . [ BTIER 2. o b . gk, % T e S
T YAl 2 [MAFAEAR AR AL, ELAE 9 2 A BRI Rl 77, BRAEAT SCIRIBE /€ T /e ik
JEARTEfiv 3 Th TR (HRAEABIB T, AR JE 1K Je A i v AR S OB s gk g,
UK R R AR JE Ik Je AT xS AR5 1) J5R A il 28 i g 26 PRI 7 2R

G5 Je ik Je A 7E A B A A S e S P T R E R 2 KRR 2L IET AL

eP0O-013
Alamandine {3 R {4 B R HPHI FEES iR 1T i A4 AR 7E L Fn
AL MBI 5
M R ER

H B AT A e e el bk h R B R/ER . Alamandine (ALA) 5 Angl-7 254 )RE
Gy AL, Angl-7 BT DASNE] AT 4E A MRS AL R T 4EAk, IES SR RRR T REFIFEACS, T ALA
AT HARUMER HATIEAERE . RUAHT 7RG ALA T ZRRi A W A DA S B 2T 44 241
TG AR 4 Ak A F B o

TR AR SER K 30 HfErE C57 /NRBENL 4 AXTIRAL (C) , k&R (BLM) 1Al BLM+ALA
H, W28 KIGHUMZZT HE. Masson Jeft, FEREACHER [ HK2. pfkfo3 G d it i. &
RS2, IR EAM R A MM, TLL TGE-B1 (T) M, 205 ALA. BEEZ @40 )7
3PO. ZekifhksyZ4 E EAIH] Mdivi-1 407, gPCR A& WB 16l pfkfb3. ZikifAk LC3BI/LC3BI X |
BRI IR KT S5O C. T A1 THALA 4 COXIV 5 LAMP1 f{3tE 7. ¥ pfkfb3 it &1k 5
B, KA EA. C. T. T+ALA 1 T+ALA+pfkfb3 i ik 4 | AR K.

GEEL BLM 4 4Etb A5, pfkfb3 Al HK2 i34, BLM+ALA 4L 44072 B )2 pfkfb3 #ik 3
KT BLM 41, {R4bszEGH, T+ ALA ZH 1 BUEG R mRNA KR A KPR T T 41; T+ALA 41 HK2 Al
pfkfb3 1) MRNA K H/KF-LL A LDHA BIE HAK S EALT T 4H; T+3P0 Ay | BREM a-
SMA FEHFIEWRALT T4 T ol LUIHI kA LC3BI/LC3BI & FH/K T, 1 ALA A DU #EH %
15 RIEWRICEIN T 4 COXIV 5 LAMPL [Fdt@fi/bF T+ALA 4H; T+ALA+Mdivi-1 411 HK2,
pfkfb3 F | BUAR S5 85 KPR T+ALA I BT E; T+ALA+pfkfb3 ik FIAZH 1 | Y it Ji 2 /KPR
T+ALA A BTt .

50 ALA Sl sm AR 5 Wt A0 BRI AR, R FE A AT AN B iR AR AT 4R I RR, A
i AT AL B AL BT R YT AT
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eP0O-014

5% 9B JE Bl 7 i 1 4 AL 7T BRI BT SR

PRIk 12, FpE 2
1. R RAUHE = R
2. SR E LA A SR

B FERVEMA4E APF) 2—Figte. AT vE. BOEPERE S PE SR, 1PF & Hr A A7
h 3~5 4. HEl, ZWiaI7EE TS BT ACA R, E5%El (Mefunidone, MFD) ZAREL
WER B —Flogr B e iR 2R 259, HAPUE AR, B 4eitb b I0/E R BOESE . AR H
FEW L F R IRIA T TR B /N R AT 447 3, I — AR 2322 ML

FiE D ENEset: £ ICR/ANRBENLZ NS5 4L (n=8) ,7p5il: IEH XTI, 1HkE SR .
EREREITA . FAEBEGITA. MR BRI T A . 8 R FR KR SR R M A AR A A,
WL/ IN BRGS0 S A AL R B . AR AE a4 (ECMD JUAR S AAdE T2y Filive 1 2 b iz 4
Mg bididiits; AMIBZLZ R EMT A5G 8 A DL R T A SR AR IA KT

(2) TRANHR S LSRRI 12 Rz 4 (MLE-12) JoBfF 58 %k 5 46 25 96 JE i %o sk 5 505
ST b R ARB IR T SRR AT 5 AN 26 SRR BN TR B RS S 1 EMT MREE LA K
TSR AR .. DU EAR IE W AT 4E4ii (HLF) SABF 700 % Western bolt 4631 3£ 5 JE i
XF TGF-B1 75 310 AT 4E4H i 736 DL S ECM JUAR [ 525

R (L EFVJEHT. FARCESE AR B B R 52 A BLM /N R 98 RE A 2F 4E 4k DRt 2H 21
a-SMA. Fibronectin. Collage | &i& (P<0.05) ; (2) BLM AL /NG L AR ED E-
cadherin F£iAFE{K, Snail. Vimentin £ix 75, £ 5 JEliA9T )5 E-cadherin £i5FF 5. Snail.
Vimentin #&is R (P<0.05) ;BLM AL /NEUiZH Bel-2 A B#(K. Bax. Caspase3 FikT} ;3%
FJBHRAIGYT 5 Bel-2 RikFHE . Bax. Caspase3 ik Ff# (P<0.05) ; (3) TUNEL tazs R RIR
R RBEAATES TG 2, EHEEERT AR EMERED .  (4) BLM R AT It
R LR Rk g f e, B, ¥tk HE bR oMW Y. SERBERIR T4 LA
U IREE . RSN A R B oR: (1) FERE E I ( MLE-12) F, ERJENTREEE LR BLM
7S E-cadherin FiA 4K, P4 snail. vimentin A 7F& (P<0.05) ; EFJEAIAETHE BLM i%
T Bel-2 FikBFK; 4% Bax. Caspase3 ®i&Fti (P<0.05) ; EHJEHIRER/> BLM 531
MLE-12 JHT- A M £ PR B B ) R BE (P<0.05) 3 (2) 7EJEAR AN er dEguffah (HLF) , 2§
e B A8 22 P TGF-B Ml HLF 4188 FN. a-SMA £iAi8 % (P<0.05)

8 S B T E I S A A v R AN T b B 1A TR 5 A oA DA R ) S T 2 T A 4 B T
71, AT et kB 3 /D R AR 4E AL

eP0O-015
PFI. a novel anti-fibrotic IncRNA in the lung

Haihai Liang . Jian Sun. Tongzhu Jin. Wei Su
Harbin Medical University

Objective ldiopathic pulmonary fibrosis (IPF) is a type of interstitial pneumonia with complex
etiology and high mortality, characterized by progressive scarring of the alveolar interstitium and
myofibroblastic lesions. Recently, there has been growing appreciation of the importance of long
non-coding RNAs (IncRNAs) in organ fibrosis. The aim of this study was to investigate the role of
INcRNA PFI in lung fibrosis.

Methods In vivo experiment, 3mg/kg bleomycin (BLM) was used to establish mouse pulmonary
fibrosis model by intratracheal instillation. The prevention experiment was carried out on the
transgenic mice overexpressing PFIl, and the therapeutic experiment carried out on the adeno-
associated virus 5 (AAV-5) that overexpression PFl. On the 21st day after the establishment of
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BLM model, the lung tissue density was measured by high resolution computed tomography
(HRCT), and the inflammatory infiltration, extracellular matrix deposition and tissue remodeling
were detected by histological and immunohistochemical staining. In vitro, 10 ng/mL TGF-B1 was
used to induce fibrogenesis of primary mouse lung fibroblasts (MLFs) and human fetal lung
fibroblasts. The mRNA and protein level of Fn1, Collagen1, Collagen3, a-SMA, the marker of
fibrosis, were detected by gRT-PCR and western blot; the ability of cell proliferation was detected
by EdU assay; the migration of cells was detected by wound healing assay, and the differentiation
of fibroblasts into myofibroblasts was detected by a-SMA immunofluorescence staining. To explore
the mechanism, we detected the subcellular localization of PFI by FISH assay; ChIRP-MS was
used to explore proteins binding with PFI; the binding relationship of PFI and proteins was verified
by RNA-pull down.

Results We used a qRT-PCR assay to identify dysregulated IncRNAs in the lungs of mice with
experimental, bleomycin (BLM)-induced pulmonary fibrosis, and a series of molecular assays to
assess the role of the novel IncRNA NONMMUT060091, which we termed PFI (pulmonary fibrosis
inhibitor), which was significantly downregulated in lung fibrosis. Functionally, knockdown of
endogenous PFI by smart silencer promoted proliferation, differentiation, and extracellular matrix
(ECM) deposition in primary mouse lung fibroblasts (MLFs). In contrast, overexpression of PFI
partially abrogated TGF-B1-induced fibrogenesis both in MLFs and in the human fetal lung
fibroblast MRC-5 cells. Similarly, PFI knock-in attenuated BLM-induced pulmonary fibrosis
compared with wild type (WT) mice. Mechanistically, using comprehensive identification of RNA-
binding proteins by mass spectrometry (ChIRP-MS) and an RNA pull-down assay, PFI was found
to limiting the formation of the EDA+Fn1 splicing isoform.

Conclusion Overall, these data reveal that PFI mitigated pulmonary fibrosis through decrease the
expression of the EDA+Fn1 splicing isoform, and suggest that PFI may serve as potential target
for the treatment of lung fibrosis.

eP0O-016
Fib 18] BREFHEAL & 3B S PR aYE B B | 55 i R F 2 B4R B R 32 37

®REE. &8, WWhE
Jem Bk

H B R A4k & FE IS (CPFED RIfERF 3R, JRE A28 XS PN B, iR IR
BE A%t CPFE M-

JriE EBCE R ERE T 2015 4E 1 HE 2020 4 1 H AR 85 %l CPFE Al 128 ik & Ml 4T 44k,
(IPF) BE AN G, HEWANNDS, G IE LG REEIRIR TR, o — SR BcE
(DLCO) HHAhffizhhEfatr (FEV1%pred. FVC%pred. FEV1/FVC%. TLC%pred. RV%pred.

VA% VC%pred) fIAHIE. RHZFZ Logistic [1H/0 ik CPFE L G K 3R, Ay
2R P AR TSRS, S XSS 28 P T4 o v i P A T SR AIF
ZE8 CPFE 41 1% (91.8% vs 55.5%, P=0.000) . WifH 5 (88.1% vs 46.3%, P=0.000)F1iL
5 (24.4%vs 11.5%, P=0.015) HIEE LBl e T IPF A, ZRIA g5 s L. MiThae s,
CPFE 411¥) FEV1/FVC%#I DLCO/NVA BT IPF 4, 1 RV & RV%pred. VC K& VC%pred.
VA. TLC }2 TLC%pred. FVC } FVC%pred. FEV1 ¥R E & T IPF4l, ZRIESITFENL (P
<0.05) . MHRMESTERER, IPF HEHP DLCO 5 VA% (r=0.470, P=0.0000 . RV%
(r=0.332, P=0.005) . TLC% (r=0.511, P=0.000) SR FIEM, M7 CPFE 4}, DLCO 5
HAb M Th e Fa bR & WA S . Z &K Logistic [B1 VA0 #r 45 8w, Bk, W s, ookt
FEV1/FVC%#I DLCO/NA%pred Jy CPFE [ fafi K& (P<0.05). & T & IOifafeFEz, &
TR CPFE X 51 2 IR, 56 51 2R PR R AT 36 0E - 51 2 PRIASS 2R o) fi () S5 £F 44k & IR il <
Ji o A= UK ) — S PEFE B0 0.810 (95%CI 0.753~0.865) , 323k & T AE 451k #h 2% F A1
0.830(95%CI 0.760~0.900).
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G50 SR E P ZEEPEIRELIIfE R4 2 CPFE B BB 4L, RIONEMES. MR R
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eP0O-018
The effect of histone deacetylase inhibitor Trichostatin A
on IL-17A-induced transformation of MRCS5 into
myofibroblasts and its mechanism

Qian Zhang . Zexin Guo. Jing Zhang. Wei Zhou. Yueqing Wu. Lixia Dong. Jing Feng. Shuo Li. Jie Cao
Tianjin Medical University General Hospital

Objective To elucidate potential IL-17A- and TSA-mediated regulation of fibroblasts transformation.
Methods MTT assay was employed for the evaluation of MRC5 cells proliferation after IL-17A and
TSA exposure. HDACL kit was used to detect the effect of IL17A and TSA exposure on HDAC1
activity of MRC5 cells, under differing treatment conditions. The growth of MRC5 cells was
observed under a microscope. The Vimentin, Collagen-I and a-SMA levels in MRCS5 cells were
detected by immunofluorescence staining. Western blot was employed for the detection of Vimentin,
a-SMA, HDAC1, p-Smad2, p-Smad3, Smad2, Smad3 and Smad7 proteins.

Results MRC5 cells, but not a-SMA, expressed only a small amount of Vimentin. IL-17A treatment
upregulated MRCS5 cell proliferation, in a concentration-dependent manner, and reached its peak
at 500 ng/ml of IL-17A. TSA treatment, however, suppressed MRC5 cell proliferation; the
suppression became significant at 200 nmol/L TSA and reached its peak at 300 nmol/L TSA. After
48 hours of culture with TSA, MRC5 cells were obviously inhibited. IL-17A treatment also
upregulated HDAC1 activity in MRC5 cells, in a concentration-dependent manner. Using
immunofluorescence, we demonstrated that IL-17A-treated MRC5 cells had markedly elevated
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Vimentin, Collagen-I and a-SMA levels, compared to controls. However, a combined treatment of
IL-17A and TSA resulted in markedly reduced levels of the Vimentin, Collagen-l1 and a-SMA,
compared to IL-17A alone, yet the amount was higher than controls. Using western blot analysis,
we also revealed that the IL-17A-treated MRC5 cells had markedly elevated levels of Vimentin, a-
SMA, HDAC1, p-Smad2, and p-Smad3, and markedly reduced level of Smad7, compared to
controls. Moreover, no discernible difference was observed in the levels of Smad2 and Smad3
among the treated and un-treated groups. In addition, Vimentin, a-SMA, HDAC1, p-Smad2 and p-
Smad3 were markedly diminished in cells receiving a combined treatment of IL-17A and TSA
verses the IL-17A-treated cells. Alternately, Smad7 levels were markedly elevated in the IL-17A-
and TSA-treated cells, compared to the IL-17A-treated cells.

Conclusion IL-17A stimulates proliferation of MRC5 cells and increases HDACL1 activity and
protein expression. It also transforms MRC5 cells into myofibroblasts via activation of the TGF -31/
Smads signaling network. TSA, on the other hand, strongly suppresses TGF -1/ Smads pathway-
mediated fibrosis by ceasing HDAC1 activity and protein expression.

eP0-019
IR MRS 3 2 Rl e S AL B 5 |2 B B X6 7 8 A T 335 < i o £ 4 4
R & B B HE AL RO AL A 53

KA
P 77 BEARER 27 U7 BE B

B #R17 SIRTL. Zehifk ROS (mtROS) . JEFARUR/ER A5 T I s eF 4E4n i (LF) 351k K& il
“r e e L

Fiid RAh: B 6 BR/NRIIEAR LR, JRREZEY) (CSE) #I¥, 24h 5, A0 SIRTL. £k
itk NOX4 (mtNOX4) . SOD2. PPARa. CPT1. LC3. p62. a-SMA K | R EL, @it
mitoSOX PF4ili mtROS 7K, Nile Red #etapEAli gl AN, mRFP-GFP-LC3 Ji & PPl Wi, @
it Bodipy 493/503 5 LC3 [ LAMPL ()3t AriPAdi fig F ks WLE¢ SIRTL Bl L 4akifk ROS G
FUXE FIRFERRAIFEM s AR B NR A XTI TR IRAR+SIRTL BahA) . WO+ Rifk ROS i
BR7ZH, K& LF Bk fEdr.

g8 fkhl: CSE #1f] SOD2, il mtNOX4 £k & mtROS /K, [FIRf#)if] PPARa. CPTL. fi&
g, (EEAE MR, PPARa #EIFEMEHE CPTL Rikilfl LF #G1k; mtROS &R AT i
CSE % M LFiEAL, ZAEH/E CPTLHIHIFIMEH FH&; mtROS I3 H WL, Hnl i in PPARa.
CPT1 /KF Mg EWE, W RRHERR, Bl (E Bl e FEL 57 B 3y B R ;s S xJ BR4LAR L,
CSE 4 PEM LF # SIRT1 KA FF%; SIRTL Bish|n] fidt SOD2, i mtNOX4 J mtROS £ s
HrTocE AR, Rt PPARa. CPTL1 Rk K&ls AWE, #f) LF vEfk; /£ SOD siRNA fEH T,
SIRTL ) B3R VEHME % AW TEA4L/NE LF 1 SIRT1. SOD2. PPARa 2 CPT1 %Kik FF&, T
NOX4 FikTtHE, SIRTL #zh7 M mtROS J& B 7w 0 AR Rk 3R Fe AR ) 52

530 W I F] SIRTL 513 mINOX4A/SOD2 5 IR AR S Ak i i, 3 7 308 5 BEL W F v, 40
il PPARQ/CPT1 /M-S a2 B 84k S Ig B W, AT 755 R A 4 4 e v 44
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eP0O-020
REMAT SERX—HIHCMES)

R HEE L PO, K. PO BROP. 24
R R S — B2 B

B pEEA 2SS R (FB) B BRHMEMEIRIRRIL, ®EHiRie. &5 ik, BWIMNCSAE+
R, N BUEIRIE o I PR R 2 R B P 5 e EURE 2 2 R I 2 1R e A
RE R LBIRE I SCERE ST R, BT I PR R AT 4H L -

FE [—MtE] 29 & Bk EE, ARIE; [EIRIESESME 2 9, AR I FUEAS ;s [0
S EEVFCRER E 2018 4F 4 AR ZIES)E T IS, B R, TR UK. %k, T
Wi, JoST, CPREEEA 2 R ETIXRRE, WEBhATE G g, ORI B A R A, KRS
AR, RAMHER, KTPIEMZIHE. 2020 4 4 H 23 HAEKGK, 523805 HRCT 7~ o)1 XUt A]
JRMERA”, HRFE K, B S EEIRTT, RE HF R, AR R B A
RS 24, WM 17 4, 50 3U/H, REFRL TR [ A] SRS EERFR, BTG R,
WAL IE S, LR AR o] 6 R 4iiR e o, A A I R B, R TCRRR s [ B B G )
2020-04-23 filiif HRCT, XUIfyRiE PR pRAL, 7] W2 KERERX, BOREZ 20mm, DU T
AN, USRI B R, RUIAT L2 R E5TTR PUANR IR ST1A>250.00U1, KGR H T
-IgG(ELISA) 30u/mlu/ml, Z&XHEH F-IgM(ELISA) >300u/mlu/ml; fliZhGE: 4% FE FR i v il < oh
fefEfS, FVC 3.93L 79%, FEV1 3.35L, FEV1/FVC 85.2%, PEF7.73L/s.

R BE AT AMINRI RS AL B VI BR+ A N IEIE VIR AR, A JE I 2 23005 BV AS 45 AR
IR RER (FB) o BEHRIERTEIA R, HREIRER MR S8 K

8 IR SR R — N GURE S W, e DL SR RE A AR R 0 Ik R E v 2R
DA (P18 P S JORE P i RN B, TR B oy B R MR 4k 1 o IR R AR AR 22k = e e 1t 3R
B, TRERE, RISRE . IR BTN 5 S R L A SRR 28 . ARk LR A e ), 2
WUREI, 55 £ B (5 2 AR L R 2 T B A O R R 7 BRI iV A — AN 2 22 B2 T B MDT [ BA kel
SE I RIZ TR HM o

eP0O-021
Clinical features and outcomes of the patients with anti-
synthetase syndrome associated interstitial lung disease

Lili Zhu . Huaping Dai. Chen Wang
Department of Pulmonary and Critical Care Medicine, Center of Respiratory Medicine, China-Japan Friendship
Hospital

Objective To analyze the clinical characteristics and identify the prognostic factors of anti-
synthetase syndrome (ASS) associated interstitial lung disease (ILD).

Methods Retrospective cohort study of patients with ASS-ILD. Relevant data of clinical and
laboratory results, pulmonary function test, high resolution computed tomography (HRCT) and
treatment were registered.

Results A total of 83 patients who were followed up for more than 6 months were included in the
study (23 anti-Jo-1, 31 anti-EJ, 20 anti-PL-7, 9 anti-PL-12). Average age at diagnosis was 56 years
old. 64 of 85 (77.1%) patients were female. The most frequent symptoms were cough and
exertional dyspnea, followed by fever. The most frequent sign was Mechanic’s hands, followed by
Gottron papules and/ or sign. Concurrent anti-nuclear antibody (ANA) and autoantibodies against
Ro-52 were seen in 66.3% and 84.3% patients studied, respectively. The percentage baseline
median of predicted forced expiratory volume (FVC%) was 67.5% (54.8%-76.1%), and the
percentage baseline median of predicted diffusing capacity of the lung for carbon monoxide
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(DLCO%) was 45.3% (39.2%—-61.65). The most frequent HRCT pattern was non-specific interstitial
pneumonia with organizing pneumonia (NSIP/OP), followed by NSIP. All patents received immune-
suppressive therapy, and glucocorticoids combined with cyclophosphamide were the most widely
used therapy. After a median follow-up of 17 months, 55 patients improved, 13 patients remained
stable, and 15 patients deteriorated. Baseline FVC and DLCO were associated with the clinical
course of ASS-ILD.

Conclusion Anti-EJ and anti-Jo-1 were the most frequent anti-synthetase autoantibodies (ASAS)
inpatients with ASS-ILD. The most frequent HRCT pattern was NSIP/OP, followed by NSIP. ILD in
ASS under immune-suppressive therapy mainly improved. Baseline FVC and DLCO were
associated with the clinical course of ASS-ILD.

eP0O-022

Z iR NE A A 4T 4 (L R MR B h e TR AR TR A

BRRAE . I, RiEZ. EEW
A NREE BT

H i M%< 6% nkne (Dithiodipyridine) 7EH£FZEAL AR AL /N B A () TR NG 7 16 F o

TiE AT dEAb AR N R A . REY 18-22g. 8-10 JEik M C57 /MR 60 K, FbEN S 7RIED N
FIPEXTREZ] (NSG) . DMSO 4 (DOG) . HEREZRA (BMG) K —fii —MtrE il (DTG)
PUZH, H:h NSG. DOG. BMG 4% 10 X, DTG 41 30 K. DOG. BMG . DTG HEWNIEAN
3mglkg HITEKE R, NSG 4Ly NSRRI AT K. FANRTRE B 4%K) K G &%
0.01ml/g FATIE I TE SRR . 2. @RS 2 K, DTG-2 4% i —MtnE 15mg/kg/d #EAT B E 5
WhFE; QEAREE 7 K, DTG-7 47 —fi Mthe 15mg/kg/d BEATHERSESIACEE; @M 14 K,
DTG-14 47 —# —MtrE 15mg/kg/d AT IEEESHAEEE; @1 DOG. BMG %5 TS8R R 1 A B £
Ko 3. 28 RIGHIEZAE/NR . KilFabrin T : @QRIRMEE &/ KEESAML: H HE.
Masson %4t 55~ W42 /)N BRI £F 4E 1A% DL . QB K fig Al & 2 /D R R 2 R 1 & & @
Western blotting 1 RT-PCR Aill/N 241 7 a-SMA. COL-1. PLOD2 & [ /% a-SMAMRNA.
COL- I mRNA. PLOD2mRNA ik 7K F .

28 1. BMG M DTG 4iH2UARE: NSG. DOG %/, HEFEMA B GHUREG T, 3507 Woeas
PIRIIRZHZ. 2. BMG MK DTG 4 HE &5 R B Rt ARl 58, M Besy s, iaphs . mfa. =
i R P9 AT LS SE AN IR . Masson &5 BB ORIt E i A K E R IE st a4 R H
M DTG 1% BMG. DOG 4 A 4z, Hrh DTG-2 A4k =B /b . DTG HE AR S
1 BMG. DOG 41/ (P<0.05) , Hr DTG-241l. DTG-7 4135%: DTG-14 41/ (P<0.05) .
3. Western blotting A1 RT-PCR 25 $ .7~ MI 41 a-SMA. COL-1. PLOD2 & & a-SMAMRNA.
COL- I mRNA. PLOD2mRNA #iA#: NSG #ii%, HE BMG. DOG H KLy (P<0.05) ,
Hrh DTG-2 4. DTG-7 4H5% DTG-14 &k (P<0.05) .

g5 i ML BRI AR M AT AR AT AR, RIS AR AR S, R IR AT b iR
JTHET I, AYEbigtrRil i b E R, A AMMA4E a7 S AR I B AR [ 259, {EAH AL
Hl T — DA
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eP0O-023
PCDHGA9/Beclin1/B-catenin B R AE XL D EY

BHER RALHIRRSR

AR eI, iz, VERE. AR
SN N R BT

HH K+ PCDHGA9/Beclin1/ B-catenin J& &% il A 4L I RFE LA, BEBRES MR R M 4F 4Rk 20
SRR TR

JriE IR N AN AT AR R ST, SRR E . o TAE S, RS RIER RNA FHiH:
AR Al RERNFEZ T B

55 {L/KF PCDHGA9 1] f8i@ L 4% Beclin1/B-catenin & H| [ WK, (it B-catenin #%#%
o, BOE N4 R R, SR A 4 k2 iRk PCDHGA9 ] i i i 4%
PCDHGA9/Beclin1/B-catenin &%k & H WK, #if] B-catenin #%##, {2t B-catenin 5 N-
cadherin &6, IHIAMREI A, REBOEFEIMA4ER KA. 3 MR TG, 4R A
HE ARSI, T4 AZ iz .

1% PCDHGA9 25 T i 4Ebi kK g, ¥ Mg nliEid PCDHGA9/Beclin1/B-catenin &%
WA EWKE, IR EMT KA, IR 44k .

eP0O-024
Pulmonary actinomyces infection a rare cause of
progressive fibrosing ILD A Case Report

Songjun Shao . Shanshan Rao. Yunzhi Long. Guoyu Wang
Guizhou Provincial People’s Hospital

Objective Progressive fibrosing interstitial lung diseases( PF-ILD) is a fibrotic interstitial lung
disease with clinically rapid progression under current treatment.Pulmonary actinomycosis is
a chronic purulent granulomatous disease of the Ilungs and trachea caused by
actinomycetes infection. It is a rare respiratory disease. However, The relationship between
actinomyces infection and PF-ILD has not been reported.We are reported a case of PF-ILD
combined with actinomyces infection to improve clinicians&#39; diagnosis and treatment of this
rare disease.

Methods Signs and symptoms ,high-resolution computed tomography (CT),pulmonary function
test(PFT) ,blood gas analysis,clinical second generation sequencing (NGS) of the alveolar lavage
fluid,rheumatoid factor, cyclic citrullinate peptide antibodies, antinuclear antibodies, antineutrophil
cytoplasmic antibody and other laboratory examination ,were used to diagnose this type of disease.
Results PF-ILD and IPF have a progressive fibrosing clinical phenotype that is characterized by
an increasing extent of fibrosis on high-resolution computed tomography (CT), decline in lung
function, worsening of symptoms and quality of life, and early death despite current therapy.
Conclusion Studies in relationship with progressive fibrosing ILD and pulmonary
actinomycosis would lead to a better understanding of the clinical course of PF-ILD and their
impact on patients. But further investigation is needed into the association between these variants
and the development and progression of PF-ILD.
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eP0O-025

Y4 FE R X 5RIR M 18] B 1 il o —

Wi, &
VUK A AR R e

B B3N 44 SRS, RIRE W 6+, INEMERFIR A HE 6+ H ARt

FVE A+ERTINEE CT 487K XUMTRIE PGSO BERY )R, /Nt R 5, PR B e . Il ThRe
$&7R VC SEIF 77.2%, DLCO 3L/ 76.7%. AT MMfEEE T 45 It id o $8 7 2% 18 bk LA 208 A Y A%
6+ H A, A IOIN B A AT PN E KV B JE R R A, RIS AEE B 10kg. HEE HRCT #275%:
WU AT R BB . PR KSR R S B K. O A5 B, O 4 4.
T L Bk FPIRTBME, RURMPRIR E S, XON ffifE 48 &, 4 FImE .

G OB 5 MO FR AR R DT PM-Scl Bk 55 8H 42 3583 14, KL-6: 7537U/ml, 1gG4 13.600g/L .
MG EARKE LM ES, (&R e Bk LM EAW, S55t19G R 7P R BLTTIE R ,
HARWZ M EASTREETUA RN, FERERER. OS5 R N 1IgG4(+, ~85%) , A (-), K
(=), IgK & DA B HERS I 2 L e PP 38 . T 4 AT e AT A S B 22 A L 19G4(+, %) 200~300 4>
IHPF), A (#75+), K (F#B73+).

G XA BILL 19G4 AHICIR B E TR R ) Y4 EEER . KU R A G, B
U975 A% K Jili T RESS1 B e o AB) BB 3 e R R T I S bk L 200 B B P 9 1 1 SR B Ut 7
LR SO R, (A R AR R RE S TE RN - R 0 bk L 2 20 AR i AR e L, RUASE T
WERSRTT, AR DR K AT Re 5 & o Bt DAAS O A R 16 PR AT JE. 1R ik 22 B 7%
HH2Wr, 0T ocE R s Uy E .,

ePO-026
1D R i 0 R BEL A A8 25 P PR AR TR R 45 AR O EL M %
b

B B 7E A 8] 5 il s 253 5502 BEL A A8 2 e e N RIS IR 22 50, R S [F) A, B iRy e
SR ) o P T PO BRI S RO i

F7i% BENLIERE 2019 4F 8 H 2 2020 4 10 H HWAEHEZ6Y7 12 B 25 83 71, ) o 14 filios 34 85
B, RHAMNEBHEE TS, EEEHNE 3R 5 K, RARMASHESESE, LR TRIE I
W2, SRR SRR 2R, ) 9 20 FR 3 R &5 SRR AT R B A A

GESR ) 5 T 7 B 5 08 LA AR 3 E AR IR IR A K U S AN T, B St E R
(p=0.837>0.05) , H“WPWLIRIRE". “Jz = " [a] Joa P it s A 12 BEL A 6 3 L [ (s [|) — MEREtR . 7
RAE T, S PE A AL, RS R E YO H SRR E K (p=0.00<0.05) , 7E%E
SRR N AFEHIE O T, A5 s 2 15 0 T2 B 2% (p=0.02<C0.05, p=0.05) .
TERE BRI 7 T, TR) o A At A 0 Stk s IR S 15 46 B 2 T8 TR % (p=0.001<C0.05) .
L8 AFEIPIL R Gpm B R B 20 B OB R AL ANE TR MAE LS
FEAERSI, TR A R TE A KK AR B B2, IR R 3 N 7 AR A5 3 e S
K-S, R B S I R E T T
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ePO-027
Adiponectin inhibits the activation of lung fibroblasts and
pulmonary fibrosis through regulating NF-kB pathway

Xin Wang. Jian Yang. Liangquan Wu. Chunran Tong. Ying Zhu. Bing Wan. Xiuwei Zhang
Department of Respiratory and Critical Care Medicine, The Affiliated Jiangning Hospital with Nanjing Medical
University, Nanjing, Jiangsu, 211100, China

Objective Idiopathic pulmonary fibrosis (IPF) is a common pulmonary interstitial disease with high
mortality.Adiponectin (APN) has been reported as an effective therapy in fibrotic-related diseases.
This study aimed to investigate the potential effects of APN in IPF.

Methods BALB/c mice were injected with bleomycin (BLM) and then treated by different doses of
APN (100, 200 and 500 pg/kg). Body weight of mice was recorded. Immunohistochemical, H&E
and Masson staining were performed to evaluating pulmonary histopathological changes. ELISA
and Western blot were performed to assess tissue inflammation. Besides, human lung fibroblasts
HELF were stimulated by TGF-B1 and then treated by different doses of APN (2.5, 5 and 10 ug/ml).
Cell proliferation, inflammation and fibrosis were measured by MTT, EdU assay, colony formation
assay, ELISA and Western blot.

Results APN significantly attenuated BLM induced body weight loss, alveolar destruction and
collagen fiber accumulation in mice (p < 0.05). APN decreased the expression of a-SMA, Collagen
| and AdipoR1, and inhibited the concentration of TNF-a, IL-6, IL-1 and IL-18 in lung tissues (p <
0.05). In TGF-B1 treated HELF cells, cell viability, proliferation and colony formation were inhibited
by APN (p < 0.05). Additionally, the expression of a-SMA, Collagen | and AdipoR1, and pro-
inflammatory cytokines were inhibited by APN (p < 0.05). APN inhibited the phosphorylation of IkB
and the translocation of p65 into nucleus.

Conclusion APN was suggested as an effective agent in controlling IPF progression. The
antifibrotic effects of APN might be through inhibiting NF-kB signaling pathway.

eP0O-028
Fiv EERRIE;6 7T B B 5 5 & M A et o< 18] BE i B A fom i AR
RBIFHCIRE S

TR N
EUN/SE YN EE a rR

H B B IRVE T A2 A DK 3 ik R A% (10 W A it e S0 ) — SRRy T, R v 7 175 A ) ol P 3 5 1
AR LA N 0.4%-6.0% . A SCHRE T BRI BB B & 5 Y P A OC ) 5 1 i R
(autoimmune diseases-related interstitial lung disease, AID-ILD) & ffiifeE B, WH|HEHAE
PR IYEIT JE ILD R, AR BERGEMEEE AR, UIHEM ILD (interstitial lung
disease) HIiZif.
Fik ASCHRIE P, — BN B T 2 M R AR DGR B, — e E B SRR
(PR B PENT 28, STENE R AR J5 R AR ILD . it — B as G Gk T ok G b, R R EER
FEAFAE ILD 1) 838 B VR TT I R AE 2 RH DA 18] o P e 5 1 XU 72 4 £%-20 £
G5B ASCPTRE R ] R 2 AOAE TR B & S e i isatt, #t— P ®R T E W AET AID-ILD
A IR A SR 7S, RAS R BT, H ATz BB S T2 it . B S ittimys
FEIEAAAE R BRI R R FA8 B B S Vs 5 Ve g XU 9 I 0%, [EIRERY, B & S itk
I3 AT BESR TR S SR B B s R AELIISE R . &1 ILD M H & R i B E 5K A ILD B
bl e ) RV B o o B S A BN T VR TT MERE, R TR A e R TT A E B
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PRI HSERE T 24, (B AEAE i dE i . B A LA KU o B g 1) 2 237 T sRATBOT - AT
FERVRTT . SBiRTT, BAFAEINEE ILD MRS,  H A 228 27 MR B AR IE A RS .

G50 LR LA, ZGWIAE SR 1A TP A 2 i e R AL AR T AR T R A R RN, S
MIZET-HAR R Bk, fEiR T ferh, AR SENRE, RS EY ILD Mi2ih. Hilsk= AID-ILD
B IF R B AHSCHTTL, XTI E IR IT Mg —heiE, KRN EHE 2 Mt IR R AT
Ji e

eP0-029
5 SR LA LR X 1 B 8] BR R HIR T

ERT. WELH R
P SRR e

B BB (LD) nIET ZFOAFRFEE, nTRICEIEMEAHLYE (CTD) Mt &
i, B4E S5 AL A S Ml ) 5% (CTD-ILD) 4 28 48 A A A 5 1 a] J5 1 i 95 (S Se-ILD) 2%,
CTD-ILD R HIERA R, HSW 2, B RSN, ESBUEETEARMEZEFER 2
—, AR EAFEM ILD B3 BAARGIT 7%, AR AR AR EAMEE. AT
CTD-ILD HRIT7IEFE R A PR, 16718 5 5 T S I RE A AL o i 2597, IEF Rk — g A2y
YIEIR R IR IS T — €, N CTD-ILD VA TRt B A 2 H e a7 %

T ARG R 2 E P AMNE 10 LAk R R A SCHR, 5t CTD-ILD BIAH R AR ML SR TT 347 45
LR EI R KL CTD-ILD HIAH RIS e i A R 7 F 5. R4t fErb, Ik
rh R 2 P SR AR RIS, T AR R LA 4R . E WA R TR AL, RONMR R M i M1
BRI, WA e R AR EE A 4E b A R 7, SR AR 4E"M2a B, oI e 2 4t
MIbE 7, AT E i defb it g . AR+ 75, TGF-B nliliid Smad2/3 &A1 a-"Fig UL
B mRNA RIE, JHEdE Akt fl ERKL/2 {55 @B BRIk, (R BEIR £ AL I il 3 AT 38 L 3%
THAIEA Janus BEFIAK)E S5 S TS T (STAT) @, S5 REMT4ELRE.
KFZWiaI7 i, AR RO EE . JEIEJeAm. il A mistie. SEmRhs .
Janus WEEHIEIF (WFREEAT)  IL-6 ZAARTEGUN PR Mz E Ry, FTE iS4
WIS AFEIR 7 ESE CTD-ILD [k, W] et 4ean i sg . T/, Ak, Ilive B meam i
eI AT TS AL, TR A Th AR (1 B 4UBE M ONZRAND oAb, IEREREAE R (A
] JAK-STAT. TGF-B/Smad. ERKL1/2 {55 i@ #Mfilfe % K F LK FF (41 TGF-B. PDGF.
TNF-a. IL-2. IL-6) f)5rih. BFEMEH BRI )G, wioesiehsf CTD-ILD Miige N, fH
FVC% FiE . —% Ly SR /I LR E =409 CT EMRBIA R T B EMEE, HHA ILD R4
AR B E . (BN FLEER. FIEPYE) JaJ7 CTD-ILD 447 Zdk 4T 5 KR Al
WEPERIE FUSRAE SE I 22 Pk KA RhE, A CTD-ILD $245597 48 .

4518 ILD J2 CTD [1# WL IFAORE B3k Z B R 5, 1 H AT CTD-ILD FI AR L] HA -+ 7 B,
REHA H SRR RELE 5, (2B MIERRNAZEFRINEGRKZESR . HT CTD-ILD
RIGHLEI 0 4%, BR—2 A AT BETCVAZE T, ATERE L Z9ia T, (H M 75 58 2 3R &
I R SEIRIE— 00 78, SRS A RRIT TR
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ePO-030

BRIE AL A 28 5 45 4548 LR e oK e 18] B M B B A L B S

3 C RN /RN | - SN TE 2
1. WS RIRR MY s e
2. WEH RIBR:

HH A H $CR F G RT3 2 R 2 D7 VSO P 5ty RO K25 B i I I I 3 P R Bt A5 4 B i 2
WAL T 25 (COP) 5 45 2 4 405 AH o M 18] S PME <3 (CTD-ILD) &3, 43 BT Al L3 3 1 I PR 2%
Bl SIS ELEE. WThAE. S HRCT £, VAT AR ATG, WA EE S B, N
ZHPVE RS WRAMKYE, 8 IR TAE.

FrvE BIBE 3 Hr . WCER A Sy RO K 7 Pt s = e i 9 R 2012 4F 1 H & 2018 4F 10 H B TEE BE
B2 K1y 51 45) COP A CTD-ILD 3% (COP, 194l; CTD-ILD, 32#%1) MK %ER, BE%is
WrbREREAT o S AEREE W DIWIROR RIS I BT RN, TS N ARG — ol IRRERIL. S5
. JE HRCT. TS TS M.

R W EH PR FER N 60.90+14. 22 ¥, T CTD-ILD AARXGBMERTT R EH&E . T
COP 41 CTD-ILD HLhE# (68.9%%f 42.1%) %. COP Al CTD-ILD H#E kR ZI T &%
5, CTD-ILD F3# 1Ml AN IR BE & UL W RIIZ Bl 1 R IR A i DL EPDREIR s Rl 5 A P 2 B
DLEARAE . KEZEEE SIS W PE D E (Pa02) BL, WA A LR EMEZR. BRiEFE
HATH REFRAS 2 Al T AR T B LRI . PRI 80% 1) g #5252 T Wl R B & 1697, COP
M)A R (63.2%) b CTD-ILD 4 (6.2%) &, CTD-ILD A E K EE 5 (40.6%L
5.3%)

g 1. WX T COP WIGIRIGTT RURar, HEnER, SERkEED. 2. BEEREBENT
CTD-ILD HRITEIMIR R LA A MThae. BF AN FRESE, R kE KL, A
F R O RMER INEVATT - 3. COP 5 CTD-ILD #il @ MG T J5 el R S7 2ckets,  ELUWE B ik
RHEIRNAD. 4. 5B REE X COP JRI7 R T CTD-ILD.

eP0O-031
RUNX1 383555 A& T B 4T 4E 4L s AR AT HE 4R AE
[EIAL AR AT 4E 4RBRAY 53

RMHR L Erk T R 2
1. M N B B e P 15 i BRE 5 2
2. S TN BRI e e A Bk S =

HE) #5 Runt MHCHSRE T 1 (RUNXLD) TERERMEMTEF4EL (IPF) B HH AT 44 i e LS 21
YN P AL ) R R L

5 K H qRT-PCR H1 Western blot 77 7:4 il RUNXL 7£ 12 4] IPF F1 20 {51 il £ 2 iz i fifi 41 4
(K235 o R FH 2 P s e SIZB o NS T 4 20 i MRC-5 HEAT i 5B A4 RNA S AH G B 1t ol B (1)
ge, KM gRT-PCR il RUNXL fERIAKT. KA RIR LA NS FRIA R TH RUNXL FKIE %
MRC-5 4 g iT# 68 /70520 . @it Western blot 256 46 I UL A% 4F 4E 48 bR £/ 1 1a B R
(COL1AD) | #i%EEH (FNL Al a-FEUNEIEE (a-SMA) KIRIEK>. #Eid H&E ZLffl
Masson Jefti%g RUNXL fibfa 5t ok 8 2% S /N R AR 4L ggm . R S L itiE sk
(Co-IP) il RUNXL Fl c-Myc HH ELAEH . it qRT-PCR F17% 't 25 B i 56 BRI K I 3 26 78 RUNXL
A c-Myc X SNAI2 #3K - (5. il Gt i e Uiie R (ChIP) il RUNX1 T c-Myc 7£
SNAI2 (&5 A7
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£ RUNXL 1E IPF B AR E R FH SRtk N R P R IE L. TGF-B1 &R T
MRC-5 #fifiF RUNX1 [J3R31A, T RUNXL fid k(2 gt 7 WU A 440 fudr £ R, Mt
MIGHIGS . FA RUNXL A] BLEEARAMEAG TGF-B1 i SR LT 4e4n ot Ak, FH ks =ik
S/NRITLR4E L. A, RUNXL 5 c-Myc TEREE AR A, FHEER SNAI2 )5 35 Fl3 5 1
X 45 PLE3E SNAI2 #£35% ,

Z54 TGF-B1-RUNXL / c-Myc-SNAI2 i85 fili sl £ 4E 4 it 1) UL £F 4 St 04k, B 310N IPF IR
7 IV AESERR o

eP0O-032

»

A E X B B A e O i T sE RS B 1 {8

. Fxls
FERH T AL BR B

B BT R 5068 75 A 7 Il A oo 5o VA0 1) ol 2 s 2 5 A6 Fi R Co IR R 2 AN B, O il Dh B A2 42 1 10
1 S B FEFE, RS R 5 A T o U 52 45 P12 AN AL

J7iE EH 2018 4 1 H % 2021 4 1 AT E M i O BEBR 2 1R 7 (1) 56 191 18] J5E P4 it < 3 78 25 A A
FAT G, WEEIATH . QUGBS . WEREF O IThRe. 5 1 IR AR(FEVL).
& (FLV) FPRIEERE(PEF). RAESEMVV). N IETE . BBk ARG S i3]
fikrmn A A0 A BU(LVER),  FFEATA M HT

SER A0 I M B 5 (52.46 %6 ) R EE 451477 (48.25 % ) BB H B £ o TH ARSI AR B, WEE
4 H ¥ FEVL/FLV ~(69.18+12.37)%, PEF Jy(172.38+22.37)mL/s, MVV %(3586.17+32.56)mL.
O T ARSI A B, O I IILVRAT 3 4 (0.4120.15)m/s, Bk I & Py 548 /5£.(0.7620.15)mm,  fifi 5l fiik
R (27.2448.79)mm Hg, 7205153 $1(47.96+12.85) % . BRzEh ik i & A 548 JE B0 v 1 1E
Gb, HABBEE I T IE .

GEVR AR A X [ o M i e SR O I T REAT — B IS WAL, R 88 00 I B8 2 Ml o JUiE 52 45
FEFE . D) Re ARG LSO DIRETE DL, NIRRT SR M — @ B, AT IRV 1 R FE S it
B -

eP0-033
55 5 VR A 3o T S AL 18 B e B e i T B TR 47

AABRAE L. BUEE L. x4t xiElah b, Rk 2, SREDH L EEAZE L Rk
1. E N R B BE B 3 — PR 2l
2. HHERRFAEMEAE B ¥ R

B8 PR 5 i b 57 41 B T At B A5 AF 5% 04 100375 A5 0 b 5 A % 45 440 M TR) 5 M % - (fibrosing
interstitial lung diseases, FILD) )& T E

Fi% EdH E AR E SRR EE R E R (BHEHS: S2019-091-01 5) , AiHEM:
N4 FILD [, WEEIRKEERE, 1Th CT. FiZhRef s, s mbs SR 3t BEvh .
FILD % H V7 2 10 B0 1 Vs 245 o v fae . b NI AT HEAF A0 B . BB, TEvkiPA U4,
K 7 A I A A7 0 AT A Fine-Gray [9BSR SR UK & N AT 1 41 44k B FNBE T KU (1) 52 1
FSES

gER JLNY 58 i, B39, Lotk 1941, S 32 £ ~90 %, THIFRS 67.38+12.12 ¥,
Horb 20 IR, TR R R AT RAR SF 1 A 688.964620.54. 35 ST Y KR LT4E4L, 14 1]
W RS g AR S TR B MR, 9 BV N AR SRR B BU 4T 4tk . 43 ] (74.14%) MEHES
FEIEREZE I, W LI FE R O AR AT /B ORI 21 1] (36.21%) . B B I 20 #
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(34.48%) . fliEds 18 6 (31.03%) . ¥EJRIG 17 %1 (29.31%) Flse.CoJ 12 ] (20.69%) -
FERL G IIRetabr: FVC & HUHE % ¥R 79.57£19.93%, DLCO & FiliH{H %35 H
60.45+21.37%. BEVFZE 1 4F, 12 i (20.69%) K JENFATIELA4EMA, 8 #] (13.79%) 4E
Too BTV 40T, FET- ) CAL9-9. CA-125. CA15-3 Fl KL-6 2 ke I B i b A7 B v
TIREEE N E R, HERLGITFR L. AR RIS R R R NEAT ML 4 B R
R 2 2R R A P15 125 (carbohydrate antigen-125, CA-125) 2k &y BE T 1 XU R 252 B 2
PR 19-9 (carbohydrate antigen 19-9, CA19-9) F:4kiw, LN E /Mg R R: CA19-9 3
3mSR 2R ([R1JH % %0.007, KU EE 1.017, 95%# {5 X [1]:0.968-1.061, P=0.044)
2% FILD BHE TG AME, 20.69% 0] Kk NHATIEAF4E40 Y, 13.79%50T . CA-125 K283 =11
B R BN IEAT Ik T A 2 (1) JXUI: B T, CAL9-9 FHE 2 188 v 11 R A T IXUSE: B8 oy A A5 I A 5 A 5y

eP0O-034

BE B B R R UIBR R IS B R M R R B I E AT

. FxlB
FERH T AL BR B

B A 28 (AE-IP) SVE N2 2 il B R 30 RALT- R E ZJE K. AE-IP [W—MiG97 7
R R RIE I AR, RS B R E Rt — S . AW B RS ARG AE-IP HIl R
T2y PP B2 o3 288 BT e PR 80R

J7id ARG 2011 £E & 2020 FE7E TR B Aire 32 i F AR VIBR 1K) 56 451 18] J53 14 il 48 2538 1647 T (Bl
WF9E. 15 11(26.7%) 5% K4 AE-IP, Fxf LA HANIG R 45 Bk AT 25 .

GER g B2 MIER IR b dA T . 7 B (46.7%) Apbdiif T e R, 8 i (53.3%)
BEST LT ARG 90 RWAET.. fEHIRMTHEIT/E 5 KRN, FA P& A A MBI REMEE. 3
B B3 I ACRE, BLHE 1 0] R 5 R I REVE YT A R I SO M s . R R R SR R 2%, BT
AE-IP B#E AR5 L ENIET,

G5 TR ER T ARG AE-IP A%, EA G AT e H BU™ & 5 K IE .

eP0O-035

18] J3R 1 Bl o A6 2 b 7 T i R RO s PRSP AE R 52

DRI, 2B OB HRRAZE . TR
SN N EER BRIl 5 f BRE R

B B s &5 18] 53 i (ILD) A& I A il A7 B il 28 (PCP) FI I PR R 55«

FrE AT S A N RERE R 5 fe S ERE SR 2020 45 4 HE 2021 4 4 H 7 6 ILD &5
PCP J& B H IR TR

GEBL 7 () g 25 B S Lot ERR IR OK 79 % /N 50 8 PR RS 68.3 % 2 Bilffii2 9 ANCA
FH S I A 28 RE D% 8] S PRI B8, 2 B2 VLA L R L8 AR < T8 B M It , 1 B2 N T 1 4k A AE
FASCIAN BRI, 1 GRS 2 KA C IR R PR AR, 1 BRI R s A % Ta] R M s s 7
1l 58 AR I EVE AT mNGS (IESEHE FCHlift 1 ks,  HYNN . ERRA MY, 36k
HIFEREEYL; 7 OB EE M BER. AR R SR, 25 I R TE 3 H UL R4
HEIPRENE, ASIEECFY 107mmHg, AfE RICU; 5 MTAEMEHIMES. CRRT BT, 2 A
TR LN B i 8T s 3 BAFG, 4 BBt

SEW (AR R, SRSV EL ANCA HFH S LA 28 AH ¢ (0 18] B Mk Bitms, b T J0ef
P A b7, RS MET, B KRE PCP &Yy, HInTSIERmE. R0 o i fE i ™ 5,
LR . R, ILD B a0 SR T B P R sl e e 5], A TR L SR 2 TR
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HRIGTT o KT A R B R HIRRTT SRR ILD M5, UYL R AZIEY) PCP MmTRE, %2
I R4 FRER T, RS E NI A .

eP0O-036

Mt A FE MG TT 4 4 4H 4R 95 4 5K 18] BT 14 B s s PR T UL 52

GEIIM . HRRAZE . R, R, KEE
SN AE N B BE IR 5 f BRE R 7

H B VLML R JE B 7E 45 25 4H 2393 M OGIR] B PRI (CTD-ILD) HH YR TT 80R

F5i [l A B 5 N A N RSB 2017 4F 1 J1-2020 4F 1 H WA ) CTD-ILD Ji ) 40 6,45 4 1E 5
AT R ZH B2 2% 20 . 0 HEZEL A TE 3 40 R 7 9 2Rl o Ak R e il (0.3-0.6, tid) JR97,E
WP B E I, WA R, B iR AMARRRN. StEnELAER,

GERL R AR IR AR kD . SETRIRVEA N R IThEE FVC S5 N BRI A A B 22 F (P
<0.05); MAGENA . YR RN A et N R A R A B2 s IR 161 B e
B g, 1S E I, TR OIS o o i A 2 R 7 B

g5 EJEHITE CTD-ILD Y897 A — @ MECEIRAEIR . IELZ Il Th e 8 197 2K

eP0O-037
54 4H LR 95 4 5K (8] BT Bk o & 3 il 2 Bk s FE Y s PR 45 41E

GRIM . whAE. ARRA . R
BN N R Bl 5 f BRE R - 7

B 45500 b 45 S L U5 A DS IR BRI (CTD-ILD) & 3FMishfikm Tk (PHD I ARARFAE .
i [ A B A AR EERE 2016 4F 1 H-2021 4F 1 AWUARK) 217 41 CTD-ILD H il R %
Bl BREIGRERD . MiZhae. By, L ERAEIRKRER, Wi CTD-ILD-PH 415 CTD-
ILD 2R [Py RARE

£58 1.CTD-ILD &3 PH K1k % N 8.29%; 2.CTD-ILD &7 PH I RAR &S AR AN: RS
PEREALRE . REGMELPIIRIE . IRAMESEGHLUR . RRMET L AIE; 3.CTD-ILD-PH 4 1% 5% .
AR PR R M AR R FE R CTD-ILD 8 N2 4.CTD-ILD-PH it T REFa 45 FVC % pred.
DLCO%pred #; CTD-ILD 4 H#1k; 5.CTD-ILD-PH [l 545 20 vh BE R TR . O 5o R K i i 7
TR %A 24 CTD-ILD A S35 6.CTD-ILD-PH AU EREY (WUSEA. LUE THE
KRAZE CTD-ILD 4 8% .

1% CTD L REZEY) ILD I, B EMN PH &4, 242Wr CTD-ILD 5, JuH & SSc.
SLE MiRAMEEGALYR, FEH—PuBEmosifEed, TaL PH, R
PRAER . AR AR A, ST Tldb .
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ePO-038

R 4E 1X & 3 il S B % 45 41 0118 BB i s PR 55 41 L 38

DR w4, SRR, RE. AR E
SN N ERER B IR 5 f SRR R 7

B S5 H e 4l & 3 IS 45 4E (CPFE) HFMEFHAT (COPD) I PREFE AN o
J7iE BB AT 2016 4 1 H 28 2021 4 1 A P 5N A N R EEBE UG 1 20 5] CPFE &35 K 20 il
COPD & M ARFFIE . LLEPAIGIRRIL . IiThRe. HRCT. BBk b7 it ek i
258 1.COPD 4liE3h e < e. i Velcro % . #FWEE%%E& CPFE #1#4 8] .55k (P<0.05) ;
2.CPFE 4 FVC%pred. DLCO0%pred % COPD 4 & [%f&. FEV1/FVC % COPD %4 L7} (P<
0.05) , FfkMAE D EHAETLHEZER (P>0.05) ; 3.CPFE 41 HRCT £I: SR /N
B 12 451(60%), [ FF 5528 3 141(15%), it Ky 10 fi(50%); Mh4F 4tk R I AME LA 15 4
(75%) , &5 8 4l (40%) AN R BEIE R 5 1 (259%) , ZEhiESCAEY K 6 B (30%) , BEB
I%%;WJ (35%) , SEARRZ 34 (15%) . COPD 2H HRCT I AT WL &K AUt b, 043 1 WL 52

v B SCREYK, B g5 R 4.CPFEéﬂijJﬂﬂ‘<ﬁﬁu@ﬂ?ﬂ&%ﬁ%?‘az (75%)

COPD éﬂu I iﬂ%ﬂ&ﬁz%ﬁjz (60%) ; 5.FVC 4 F[%&% K DLCO%pred FF&¥I%: COPD 4 A
HIE, XTFAW COPD AT (P<<0.05) .

G0 A4l & IS 28 IR B E IR R R IR COPD HHERE AR, WIRINMGREHEE, HEE
jjkﬁ TG %

ePO-039

BB AL B 45 13 BUINSER SY47 3% SCAk 5

(EP EN 7B &
VU RN T XN B e

I FELBE AT 10 13 BIRIRARHE HLIL LR 46 (COP) IR VERY, SR IS ANiA 7K
:F

Jrig it 2013 4 1 A % 2010 4 3 A TEARBEHEERTIS 0 13 (IRIRIENLICIE I 26 5% 0 Wbk o2
Bl R AR RIL, IS 07 R FUR AT £5 & 4T

SR 13 BIRIRHEBLILERD S 2 b 5 O B, % 4 I, 4R 34-82 B2, Wik &IEAT R, ¥
TRARAR A UL WL PRI, HRCT RIUNSCAE, BHmI, TR, i, sk
B, SFRE. TORBUR, SRS, 13 0I5 EOET AR, HUR RLAF.

Gith HUILPERD A 382 WK S B DA SO, W08 G R B G T, — MU B
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eP0O-040
Elevated KL-6 level predicts the severity, progression,
acute exacerbation and poor outcomes of interstitial lung
disease: A systematic review and meta-analysis

Tao Zhang!. Chunyan Duan?. Lingyun Gao?®
1. Zunyi Medical University
2. University of Electronic Science and technology of China
3. East Branch of Sichuan Academy of Medical Sciences ¢ Sichuan Provincial People's Hospital

Objective Interstitial lung disease (ILD) is a specific form of chronic fibrosing interstitial pneumonia
with various etiology. The severity and progression of ILD usually predicts the poor outcomes of
ILD. Otherwise, Krebs von den Lungen-6 (KL-6) as a potential biomarker reflecting the severity and
progression of ILD. This meta-analysis is to clarify prognostic value of elevated KL-6 level in ILD.
Methods EBSCO, PubMed and EMBASE were systematically searched on for articles exploring
the prognosis of ILD published between January 2000 and March 2021. For comparisons between-
groups, the standard mean difference (SMD) and 95% confidence intervals (Cl) or weighted mean
difference (WMD) and 95%CI were computed as the effect sizes. For the relationship between
adverse outcome and elevated KL-6 concentration, hazard ratio (HR) and its 95%CI were used to
estimate risk factor of ILD.

Results Our result shown that ILD patients in both severe group and progressive group had higher
KL-6 level, the KL-6 level of patients in severe group was 703.41(U/ml) higher than that in mild
group. The KL-6 level in progressive group was 325.98 (U/ml) higher than that in non-progressive
group. Meanwhile, The KL-6 level of patients in acute exacerbation (AE) group was 740.80 (U/ml)
higher than stable group. Something interestingly, compared with pre-treatment group, KL-6 of ILD
patients in the post-treatment group depicted significant difference SMD (95%) 0.24(0.04-0.45).
Lastly, the higher KL-6 level in ILD patients predicted the poor outcomes. The KL-6 level in non-
survivor group was 389.85 (U/ml) higher than in survivor group. The pooled HR (95%CI) about
elevated KL-6 level predicting the mortality of ILD was 2.05(1.50-2.78), as well as the HR (95%CI)
for progression of ILD was 1.98(1.07-3.67).

Conclusion Elevated KL-6 level indicated more severe, more progressive, and predicted the
higher mortality and poorer outcomes of ILD.

eP0O-041

— 5 5 14 AL s = B BRI R Y 18] B A4 B s B I R A 510 43 =2

Wt
P AR A B R 28 — BBt

B 3 B — 5] ¢ Ak AL P SR 35E P f ) o P8 oo P e PR 8108 B, - B 132 T P A 2 SR
S EZSIII W R 15 2 W BT

T3 I A B SCHR A A5 L T A R B DRE T FRR A 8] S5 F FD e PR A VR PR L 3 B R ik
JEMTRNF LR, R R 2B 2 W R L RGA g

SER RNYENU T RE 2> T Bt e (8] BV, JCHGZ IR B A RIR B2 LR ALK EH MDAS #i
PRAFAE

G598 JE LI AR AL KRR B B, B PRI IR 2 PR L P BUS vk E F I DROE R 3R iz iR K
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eP0O-042
FRTFRE NGB R%-2 BRAFTATT S A A E LTS
REME meta 534

Fodfom b HERM 2, HEE L BE L KKK !
1. RMRERRIA SR — M s b
2. FEIRRARE RS T R SR B PR R

B HAiiIR 2 18 7 i WU PRI A2 6 e R Ml 48 A0 5 A F SRR VAT, (H B A XORF FUIE S
RAENG A ARG TT T I A e . AW H 12 8d Meta 704,  RGEVEN 22500570/
2 %-2 BEF FRA T R R M Bl 4T A IR R 22 41k

HiE MR EESE 2021 £ 1 H, KT/ PUBMED. EMBASE. The Cochrane Library. H[E 1M
(CNKD 377 % e v B AP 1 25 SCRk AR %S 248 (CBMD IR i T2 Ml SR/ 2 -2 B
VAT R R VEI A A I BEA LN BURIR (RCT) AFIBEFT . TIEFF & SR FRIET R M &=,
i H RevMan5.3 #4147 Meta 7347 .

GER DL ST FT, 4G 2563 A E R VEI A 44k B 5 R 2648 A0 B2 . HXIRZHAR L,
JRF-ZR AN TR -2 BE i 770 2R R M Bl 41 A B8 F 0 Ifivs & (FVC) 4T B i 4 o R sk /> ~F- 35
10m L /4E[MD=0.01, 95%Cl (-0.02, 0.04) , P=0.36]; FVC% pred T [210% % T &£ )&
[RR=0.79, 95%Cl (059, 1.05) , P=0.11]. 6min 17T fH 5 (6MWD ) & % £k 47 4
>50m[RR=0.86, 95%CI (0.70, 1.05) , P=0.15]¥&T-xME&4, HERLLGHHFE L BEN4
RIZET: X% [RR=0.88, 95%CI (0.75, 1.03) , P=0.12] MWK AHRFET: K [RR=0.76, 95%CI
(0.39, 1.49) , P=0.43|¥B A MAA I TFE, (HILG TR o =M/ -2 BH 7R 4
SRR R IR TE 22 S, R IR R e S A O 2R R R0 V2R -2 LR 7 ZEL R R X S B 1
T 82%, ZERA%Zi¥E X (P=0.01) .

G0 TN SCERECRERUD . SO RS s BT TR (R AR R R, H BT AN BE VRN R 2R 4
I AT 2E -2 BELY 751 PRz H 280RT 22 Ak, AR I DI PR B0 R 3 AN S HRF T - 2R 3 770 4L e -2 B v
FIE AR R AR A B IR IT 2, R 2 KPR, SiE. BEREEF RCT T LASIE.

eP0O-043

RUh5R R R —P

e k)
Mo BHROR 2 R 5 B 2 e B e B AT e

B 310 S rEEd, B REMmZENE 2 HT 2019 4 4 7 20 H ABt. &Mkt RKaEE .
S RE, BRI RN TR NN ERG 4 . IPFA, 2 Hierdith. k. FiREIT 246G,
T 7R 8 P T AR FE ARV B, REAR I 2

ik BET 2019 4 4 Hlhi, TR FIRENME, TOTRAE. RERENEEAE, E4hE
Jili CT $E&7R XGRS, 2 HIRERET EAH+ 5P yb B+ & 09T 9 K, RNl CT &in
#H, k. T36.4°C, HR 98 /X/%r, RR 28 k/4), BP 117/72mmHg, SO2: 90% CHRME) , M
NHETTE K Velero W%, BEAEAKE, TERRERERL. 385, 2908 sh . 4BhkG 7. ESR 77mmi/h,
ENA PUZBUARRE: 1: 10007, HrliEm F5PHME. MliTh RES Ak B R IRt PEiE < D) Rebsas, MilioR
BT RE B FEREAS . AU BT GM S256 4.23pg/ml, HEVER NGS: Z5 0 HATHE EA R 1 ML
o S PaiE. JE . RERIT S HRCT $278 80U R K S8 s, WISCRE SRR, MHNZ
AU RO, OSUI ILBCE A A A AR B R, TSR U R 0 A, BBk P LTS
. CIETD SR il s R Ar, LFgeghar 284, PRy @B, PAS (o) ,
FEA 5% o3 ASORT TR AZ B AR I 45 5 9 B A2
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SR Akt KIBEN BUEER REER 2 RNy, HEUHNAA A, RESE: BN AR
WTE, CFYELEaE A LU A R B IR A KB M R EIRIE, R WIRIE . AR AR PR AR . e AR &
SR FULEERZ . IPFA. T LA IR JE i ik % 500mg po tid, F 5%z 40mg iv drop g12h*14d, A
G ER B ST 259 iv drop qd*3d ,CTX rhiiiayr, EEEMFERET, 2021 4 3 A CT 7 XUii
RIS AR I ATE B, I Th RPN R BR ) ME AR Th RERRAS, T FEBH SIS S ThRERERS, TR ER
iR rRng . HargeRriayr 7 oM dE e B % 400mg bid, 3545 4mg qd, CTX 4ERFiRTT .
B IR MGE A i

W YE L E I TRIEPET B, I2WikR TR CAP, T A BRI EE . dRE
P o AUl 28 — PR R B PRI 58, 222 RHIRG2TT, NG HR TRAEIRYT, 18
FEEREITAIBE Y, BFRER AN CT BGGAEH I, R SCRE 7RIS 8o, 1%0m 5] 5
RAFH)HAFELE (BO+OP) Wi UE, {HIZR T I 25 1y BH 2 P4 Jiti i <, 2 RE B A 2 5 g7 B I FE
PR ZE VA SR8 R AP AR ?

eP0-044
KL-6 £ COPD &8 14 iifm B & MiE P MFRIE RIRKRE X
ﬁmﬁiﬁi@ﬁ%

BB #K5T KL-6 7 COPD A Ff: ) it P it 5 5 3 Hh (1 R0k J = 3L

Tk P2 IS PR ZE M i 2 N E AR 5 100 44, #fii2 COPD & 3 18] J5 14 it 1) £
100 %, f@REIAKE 80 AE AT IRAL, WlE =413 KL-6 MG Mg N FRE . iThag.
CAT 4y, HB =4 E B Tiabs K 7 KL-6 5HA A 9% R, T80 22047 .

LB COPD K Wi & HF 41K KL-6+ IL- 8 . IL-6. TNF-a F1 ET-1 /K-F¥ 8 3 @ TN A (P<
0.05) , H COPD &ttt e, KL-6 K5 IL-8 . IL-6. TNF-a f1 ET-1 /K°FIEAH
%X (P<0.05) , 5 DLCO-SB ML 2 BEMAHK; HEHAMEEFEVC). 1 s HIAFSEM
(FEV1) X FEV1 / FVC JCH & AH 5% (P>0.05).

458 KL-6 £ COPD & Ifa Ml i Rk Bom, R MEmEMRA TS, H5HAN MRS 25
. BThEE. CAT WA BRI, M KL-6 /K A I mT VA il 41 440 1 55 12 W 35 2R A
FLIF 15 e R B () — T FH AR AR

eP0O-045

R COVID-19 & & ilmPR s i = B A S 32

oy N
HH R RS IR = BE B

H ) W COVID-19 JERGWHR G, 54570 M A B I 1B R IR Z2 AR AR OG R 2K

Frige WS P 1 28 o b DX () A N 3t X (25 FH ) P w2 3 72 S IR 973 23 i 46 (COVID-19) 58 35 1 I IR 07
T, ST IR R B I B AR 2B MR A DGR 2%

gEEL U4k 2019 4F 12 16 HE 2020 4F 2 A 21 HHBE I ER COVID-19 B3 107 4], fmR
PO O R B 18 @ 3 e AR 3 28 1. T HO R e ISR R 45 N T 36 451 AR 2 BH T ) 38 3 43 Bt
F 43 . IWHLTG T RGUEE N TGt . sy $efulsh . SR, SR RME. SEIGEK
B[ A K. MEAR A, C RNEA. ZHMITEE (ESR). D- Bk, ALK AN
(LDH). WIFREHE(CK). RAGMEAM (AST). NRAMREEN (ALT) 5], JEs it Lk =34
(CT) FfEREia T BRPURERIATT « BER IR IATT - WP S ir . K O e B ER (1 yR I bt AE &R
BIT), BB FEREM(GGO). XUl GGO Ffisc AR By T T U RIEE I . 5 YelE 55 N 7
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s BHAS @ A COVID-19 (R p g A b, BT iE A & COVID-19 1% Fie 38 56 5 B0 itk B2 41 g
W ¢ MR EATE . FLER AR (LDH) TR . XUl GGO FfiliscAR (P <0.05), EIN i M i
COVID-19 e i 1] R IR 2 A [ #5 K (P <0.05). ABEBPREIREE. ESR. HZNAE 4.
KAl GGO 5% B bef 7] 2 LB PEAH IS (P <0.05), AT LA R FRMAE et 18] . A BERHEIR R AVE . A
T XU GGO. lisAs SEIRGE MR ] th LR MEAHSC(P <0.05), 1] LA RCTIMAEIR 22 fift 6T 1
). SRR R G, v R BT eI [ ARE DR 28 A o 1) Bt 5 17 3 (R 384 in i 24

£590 W ERY COVID-19 F3 MG PRI I BORk e a] LUR B, B & R i X il B COVID-19 3%
(75 17 B ™ B, T SR T A K G T I e . IR BLNBEAEIR . ESR. A 4H B HORT XU
GGO " A RHMAAERER A, NBEREIR. FAARTHE. SUT GGO Flfiti s AR ] 45 R TN AE DR 22 A i Fef
[E] o

eP0O-046
REREERYNARA SR E—FF IR
Castleman fREEFEER R ABRHS 1 fi

IR R
HEWH - ANRER (ZRK5% ANRERD

B T fi# Castleman Jii (Castleman’s Disease, CD) [HJIGARSFAE, & FH5T g Bt b 4 Tt w55 & 3
Ut ) o5 A2 975 140 12 W e 6 ) 12 W R e 5

73 BT 151 DA s S I P 400 B T v 4 0 1] 5 5 ol = s R R ALY £ 0 2 Castleman
95 HO IR R B R 45 A SCHRE >0, ZIR 2 T Je 46 )32 W (it S B

g8 BHEFEXX, B, 698, Hk#®. ZJBER, KIMERMER IS 5 HR"T 2019-
08-15 AP, Fishix B EWERRPER M m, AFEE Ak A5 M e ol fil & i ke 25, K/
2*1cm, XU EAR, RUIAT[E &b VB, fik k. L M+CRP: H4HM0 11.79x10M9L,
WRESZH M 1.11x107°9/L, WERRIERIANM 3.17 x10°9/L 1, WERRIEKIZHIN% 26.9% 1 , M4 HEA
138g/L, CRP 9.15mg/L, ESR60mm/h; PCT:<<0.10ng/ml; fiZM 5. WERRIERIANM% 23% 1;
BB CT 7 RUNE) G T L2 RN 1 o s IR ER S Vs A oa 3 . Ik BB 50 20 2 4 1 75 B Il 4
N, #RorEA, B RO ERE e Ry, eI WL 2 S AN K R TR PR A IR, AR DL
R-S ¥ K4, 774 Castleman %5 .

4518 Castleman i NG IRZE WEWT, HIGRRIMZHEE, (FLESPE, il nT o 30 e o PR b 28 R 30,
KB o BE WA CT 3R 2 M K MBR A TS (BAE 1-3mm) , W A] U R 25715,
ANIERRNEERT L NI IRIREIG R, S I R R . B . AR D EM . TS
AT IR TGRS o BT WG R MR A D s B2 48 2 R OUI ) R s, R ie e Wi B, b iR K
JWiZ ] RE.
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eP0-047
One Case of Sarcoidosis with Lymphangiomyomatosis and
Literature Review

Haoyu Zhang. xinyu song
The first College of Clinical Medicine science, China Three Gorges University

Objective Sarcoidosis is a multisystemic granulomatous disease of unknown cause, which is
characterized histologically by non-caseous granuloma, most often involving the lungs and has no
specific clinical symptoms. Lymphangioleiomyomatosis is a diffuse lung cystic features of rare
diseases, it mainly occurs in women of childbearing age, and can involve multiple systems, mainly
with pulmonary involvement. The clinical features are mainly recurrent pneumothorax, progressive
dyspnea, chylothorax and so on, which are easy to be misdiagnosed in clinical work. we searched
the reported cases of sarcoidosis complicated with lymphangioleiomyomatosis at home and abroad
to discuss the characteristics and correlation of sarcoidosis and LAM.

Methods This paper reports a case of patients with sarcoidosis with lymphangiomyomatosis.
Results A 48-year-old woman who underwent a mediastinal lymphadenopathy test in 2001 was
considered diagnosed with sarcoidosis. In September 2012, chest computed tomography (CT) was
performed in the outpatient department of our hospital for the first time to find the right upper lung
air sac. The patient was diagnosed with lymphangioleiomyomatosis until December 2019. During
this time she had a pneumothorax attack and incidentally discovered renal
lymphangiomyomatosis.She was treated with prednisone 2.5mg once/day and sirolimus 2mg
once/day, which improved slightly and was discontinued spontaneously 2 months later.Three
months later, the patient developed dyspnea and was admitted to the Respiratory Care Center.
Chest computed tomography (CT) showed progression of sarcoidosis. Patients continued to
receive sirolimus 2mg once a day. One month later, the patient&#39;s chest computed tomography
(CT) reexamination showed slight improvement in sarcoidosis. This paper clearly shows the
complete process of the gradual development of lymphangiomyomatosis in patients with
sarcoidosis, and what is interesting in this paper is that the development of sarcoidosis in patients
may be due to the occurrence of LAM disease, and the relationship between the two is worth
exploring. So the literature search found a total of 2 cases of sarcoidosis with LAM reported abroad,
most of the two diseases were found at the same time or secondary to LAM sarcoidosis. In
addition,early data have reported that the disorder of mTOR signal is related to the formation of
macrophage granuloma and the progression of sarcoidosis. Therefore, it is speculated that the
disorder of MTOR pathway may play an important role in the pathogenesis of sarcoidosis.
Subsequently, it was further confirmed that cathepsin K showed a strong immune response in the
epithelioid cells of LAM and granuloma of sarcoidosis, and its regulation may be realized through
the mTOR pathway. Linke et al found that the activation of mMTORC1 caused by TSC2 deficiency
leads to mouse and human granulomatous diseases, including sarcoidosis. It was found that
preventing the progression of benign tumors and LAM in TSC with mTOR inhibitors may improve
the signs of sarcoidosis. However, there is not enough data to support mTOR inhibitors in the
treatment of other respiratory diseases, and more studies are needed to clarify the effects of these
drugs.

Conclusion Conclusion: The characteristics of these cases were retrospectively analyzed, clinical
doctors should first clear the clinical, pathological and radiological anomaly parameters, such as
whether by LAM, sarcoidosis, or other diseases caused by the comprehensive and evaluation of
two kinds of disease severity at the same time, the subsequent follow-up note whether any disease
progression, which will have important effects on future treatment options.In addition, through
retrospective analysis of the above 3 cases of sarcoidosis with LAM, it was found that the common
mechanism of LAM and sarcoidosis could not be confirmed at present, but it could be speculated
that the disorder of mTOR pathway was associated with LAM and pulmonary sarcoidosis. Further
reports are needed to prove the above hypothesis.
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eP0O-048

. MDAS A BE T 4 i 8] BR e 3K 18 2 ok B2 2 PRI R4S AIE 534

TOOH . R
HREERFR AR 2 — BB

E W BFFEHT MDASB H 48 S 56 1LY bk E 200 6 5 e ) 503 22 FA) 4 R

J5iE BIREROEI & 55 B e KGR S 2Rt 38 5470 MDAB HUARH I 2 58 ik AR s, bk 24
FOIEHE, i HRCT fe s, o> BHATH B R A

53R U MDAS HUAREHE a7 AT LTS hk 40 AR B I 3 A4S 2 9 2 F IR (p <<0.05) . IER K s
PRI T e R B AR A, IS otk R AR S R =, CD4/CD8 1 [#(p<<0.05); #Hf, A
I J5 IR T A N, U B g L LML 7 AR R 4 S /D, CD4/CD8 175 (p<<0.05) . /&3 i
[ AR R4S, WL CDA T 4H)fiAn CD8 T 4Ry R E my, (EEGtihAZEse, B Ml i
AN, WREEE] CDA T 4R CD8 T A fusLifyy /i M, Hrh CD8 T 4 b giit 48 X
(p<<0.05); FHEAH LTI A KT HREINH], 5 HEk AR A AR W

5% 1.51 MDAS FUIARIIE & LISk DA FF%; 2.5 MDAS S 4% [H 2 58 3 Al ] 57 9 22
sk g scE 210K, 5 CD4/CD8 EfiMx, Fnittigifgicin CD4/CD8 & il
MDAS FUiARH 8 Bli 1] 5 AiE s i) — N Jidehs s 3AESIR IR L2 S, CD8 T 4HifrAetL
B CDAT 4L NHE R 4.5T MDAS HT AR B £ H LML bk L 20 0 A2 A mT RE 2 PR DR itk LR 4 i e 72
ERHZ 5 R G SN, 3 BUMLTE 7 85 7 20 s

eP0O-049
m STEMERTT SEMRE A LN RETENS Meta 5747

Fodi ATHERR B
F 5P 2 K I R R e

H B RGN 2 S5 MLVETR TS0 U8 L 41 4 A0 R 2 A ez 4k

FigE tHHENIZE PubMed. Web of Science. The Cochrane Library. 1 [E 4= 4 [ 24 SCHREE
(CBM) . A ¥dERE. T CRHETIEIEE (VIP) Rl EHF 4 e i 2 (CNKD 28503 15,
P4 2 A0S Y2 0E 97 A I B il 4T e AL T BEHLG RS (RCTD , R RIS BRIV 2 2021 4F
2 H. 2 AW FRANFIHE AR U3 T SCR IR L . BORMR U R =1, I RevMan 5.3
AFE4T Meta 7347 .

LR LI 16 A RCT, 3% 1151 il . Meta /0 Hr4s BB x: SXHBAMEL, 380 Mmi%k
Retg 4R m il Ie 2 IR T 24 [RR = 1.40, 95%CI (1.28, 1.52) , P < 0.000 01], SeafliF4eik i
i F1ffiE & (FVC) [MD = 0.26, 95%Cl (0.17, 0.36) , P < 0.000 01]. —Z%fkmroREkE
(DLCO) [MD = 2.10, 95%Cl (1.11, 3.09) , P < 0.000 01], &< Mps AL 2T ek H i ()
M4 E (Pa02) , MR &b E (PaC02) , ALK ETRIE R % (SGRQ)
A3y Redihn eémin HATFEE (6MWD) . {B7E FEVL/ FVC 51, R4 53R M LG it %2 5.
SE0 IS IV T S0 AR I g R I 4T 4k Ak RS IR R IT AL, FVC. DLCO. PaO2. PaCO2.
SGRQ ¥4} 6MWD, HA R /b,
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eP0O-050

1 Bl E R RIS ia R B

PG ZLRH. 2R G XN sKE. XKIHEE
iRl )

B AR 1B IR R AR R 1, T 2 R IR, S WIRAIS Wl itk C R 1 e i fs AR
s A5 A PR AR [ ) EE AL

Fig B RN SR A, SBEIRE CT SR XU s Bz s e, ARt JE 17 Bk 4H
e SRR A R . B RE TR R G A R RIS, R T AMRMT SR A
TR EZEDIRR, R EERR R AN T 4 R A5 LA 2

GR BHEERIK, 5, 51 ¥, DUk, KK TUr: KB, EEA R EARITCYIES
PRI JEARA, MR SR M. = 0. E8KM, Stie iR, ME CT 3R XU T i
B A O i B 2 WAt XSRAS PR 28, F DASEPEb R L A BB ARGTR AL I 4 AR K 51 3t
SEXREVRYT, RORAME, BFERHE LR KUK, AELHERNL. 3 FFTEHEkeE
ZERATHRM A VIERAR, SIS 3 4. B AR WBH & S 0T KR, 45 5 2 ARk I 4G
P Y. NP R S = S REAR 2 = 1| R R vt /o 231 Q111G YT DR 25 o P 1 1
T IL-2/6/8/10 J TNF-a 7% Jtim, WINRER S, WMBRERAL, HEARIK, BEWPE, MK
BB, RIGREIES. M. WROERRUA. R M TRERR AR IR R .
IKARLEF S SR AR LA RITEAS . B BB A PRI B R B A% SRR, AT AN RE
LRI R L5 DI BRI B A PR AN A T 4R R, B2 B R T BOBE R AR,
PIRPAEAR B R AEAR . AATESF 5% e, 2 WU N VBRI R SRR T

S5 B NEM R RV T G I R SRR R R BRI TR Rk A R, B R H A
SEWBE,. . O, OWL Bl BSERRRZR, AR BT IS SRR, IR
DR AR 2 W IR RME e 1298, 22 IR RIS B R IRR2 I, I WPRRRH R it 948 0 5 5
BVERI AN IRA L, AHRZAE SMREF AR UIBR IO S5 3RS BAR I BOM A A 5 A4 15 A2 . 20T,
TR R BB, BARE R B SIS NS s ) B et e e, (H
WA — 2 AR R, BRI SN AR TR 2

ePO-051
The prevalence and clinical significance of anti-Ro-52
autoantibody in polymyositis/dermatomyositis associated
interstitial lung disease

Wanging Zhou. Wenting Lv. Hui Wang. Yin Liu. Xiaoqgin Liu. Yujuan Gao. Xin Yan. Hui Li. Hourong Cai.
Jinghong Dai
Nanjing Drum Tower Hospital Affiliated to Medical School of Nanjing University

Objective To investigate the prevalence and clinical significance of anti-Ro-52 autoantibody in
polymyositis/dermatomyositis associated interstitial lung disease (PM/DM-ILD).

Methods Patients diagnosed with PM/DM-ILD from January 2015 to April 2020 at Nanjing Drum
Tower Hospital were enrolled and classified into two groups based on the presence or absence of
anti-Ro-52 antibody. The demographics, clinical characteristics, therapeutic information, and
follow-up were collected and analyzed.

Results A total of 346 patients with PM/DM-ILD were recruited, of whom 244 (70.5%) were anti-
Ro0-52 positive. Among the 244 patients, 45 patients (18.44%, 45/244) had an isolated anti-Ro-
52 positive and 199 (81.56%, 199/244) had co-occurrence of anti-Ro-52 and other myopathies
associated antibodies (MSAs). Anti-Jo-1 (38.19%, 76/199) was the most frequent antibody that co-
existed with anti-Ro-52, followed by anti-MDA5 (21.11%, 42/199) and anti-EJ (18.59%,
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37/199). The forced vital capacity (FVC) %-predicted, forced expiratory volume in the first
second (FEV1) %-predicted and diffusion capacity of the lung for carbon monoxide (DLCO) %-
predicted in patients with anti-Ro-52 positive were significantly
reduced than those without (P=0.014, P=0.041, P=0.002). More patients with anti-Ro-52 positive
received a combination of corticosteroid and immunosuppressants treatment compared to those
without anti-Ro-52 (P=0.018, Table 1). The mortality was similar between the two groups.
Conclusion Anti-Ro-52 is highly prevalent in PM/DM-ILD and often co-exists with other MSAs. The
presence of anti-Ro-52 was associated with severe pulmonary function at baseline but had
insignificant effect on outcome. Further study is needed to investigate the exact role of anti-Ro-52
in the pathogenesis in PM/DM-ILD.

eP0O-052
Ly MR R B R A R B ESNE I CD14+ R0
BB mMRNA ZRFTIARINEEHR

ERAEEE L. B EEDMG L. SORUMS t. RERE L KRS L BT . HeE L BRORE M2 DR
L. T IHEE R B 55— BE B
2. RN REEBE

HE SR AR (B 7 B 2% 3R B8 R TR] Al 28 CUIP) 1 &5 Zif 28 25395 AH 5 A [R] J5i 14 it 97
(CTD-UIP) BE MR Z, RE CTD-UIP EUmLEI BA EEWINRE L. A5 B RN H %
SN F J7 KGN CTD-UIP B35 40 & il CD 14+ AZ 40 i 1Y) mRNA KA LA B CTD-UIP U 114>
FHLH

Joik R BT 12 5] CTD-UIP #1 8 fil{e Baxt i (HC) A& I, 705 CD14+E kM it %, $EEL
RNA, BHTEESANF 508, X CTD-UIP 2155 % & 4L il e 3k DR b 47 L (R 22 S 3Rk i, W 22 5
FKiXFHE (DEGs) #47 GO BHENHTH KEGG 5 Tl s & 4T, THik sz 5N, KA SLR
PEREREME SN (RT-qPCR) IHlF H b2 3L A .

£ CTD-UIP 41 CD14+¥iZ 41 ¥rE4 HC 41£ (P =0.045) . 45 285 /> DEGs, H 64 4
Fik Bl (225%) , 221 NFRIE T (77.5%) ; ZRFREFFEFEELE PIBK-Akt {55812,
ECM 2R HAE . AMPK {55 I8 7 FUFMACRI B I 25 36 s N S5 AH 5% 5 B8 -85 1 EAE W48 20 BT A 3 20 A
HEWRAREN, A2 FGF7. MMP2. DCN. SERPINE1l. PDGFRA. CCND1. MMP1.
COL1A1. COL1A2. TNC. MMP3. THBS2. COL3Al. RASD1. LOX. PIK3CG. FOXO1.
FBN1. COL6ALl. SERPINE2, JfHEMNIEHEXETH; & KEGG 7t &KW FGF7 (R4
HRKET 7)) HEZ 5 PIBK-Akt {5584, 2 20 MEBERAFERZ —, L gPCRIES [ 'EE
CTD-UIP H NifiFRiA

L CTD-UIP B3 CD14+AZ 4 (K50 S mRNA ik i 1% A\ CD14+$ %40 K% A4 W) B As
fh: BB Z7FE mRNA 2 584041k PISK/AKL i@ : FGF7 :K L2 5 PISK-Akt /5 512, H
FREBEMAFNHNZ —.
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eP0O-053
Complexity of extracellular matrix, immune effect, and lipid
metabolism involved in idiopathic pulmonary fibrosis
development

Weiping Qian. shu xia. xiaoyun yang. jiaying yu. bingpeng guo. mengmeng mao. rui wei. zexuan zheng.
zhengfang lin. gian han. zhongfang wang. qun luo
The First Affiliated Hospital of Guangzhou Medical University

Objective We aimed to understand the pathogenesis of idiopathic pulmonary fibrosis (IPF) and
identify new molecular targets for diagnosis and therapy.

Methods We performed bulk tissue RNA sequencing (bulk RNA-Seq) of lung tissues from nine
patients with IPF and six healthy controls (HC). Differential expression gene (DEG) analysis and
GO and KEGG pathway analyses were conducted, and then the selected target DEGs were further
confirmed using quantitative polymerase chain reaction (qQPCR). Single cell RNA sequencing
(scRNA-Seq) was wused to trace the cell source of the selected DEGs. Finally,
immunohistochemistry (IHC) and western blotting (WB) were used to verify the expression
difference.

Results Out of the 101,590 transcripts, 380 were significantly different between the patients with
IPF and HC donors. Of the 380 DEGs, 195 were upregulated and 185 were downregulated in the
IPF group. GO and KEGG analyses showed that extracellular matrix (ECM) remodeling, lipid
metabolism, and immune regulation were involved in the development of IPF. Therefore, 21 DEGs,
including those related to ECM remodeling (DMD, MMP7, MMP13, ECM2, and POSTN), lipid
metabolism (FASN, CYP1Al, SDR16C5, FADS1, ACAT2, and ACSL1UGT1A6), and immune
regulation (S100A12, S100A8, S100A9, CSF3R, TNFRSF19, CXCL14, CXCL13, CXCL5, and
IL5RA), were selected as the target genes and further verified using gPCR. The IHC results showed
high expression of the DMD, MMP7, and FASN proteins in remodeled alveolar and bronchial
tissues of IPF. Meanwhile, the protein expression levels of DMD, MMP7, and FASN obtained in
WB were consistent with those obtained in bulk-RNA-Seq. On the basis of the sScRNA-Seq analysis,
the main cell sources of DMD were ciliated cells, alveolar type I/l epithelial cells (AT cells), club
cells, and alveolar macrophages (AMs); those of MMP7 were AT cells, club cells, and AMs; and
those of FASN were AT cells, ciliated cells, and AMs. The expression levels of these genes in their
main cell sources were also consistent with the results of bulk RNA-Seq. Except for the three
abovementioned key target genes, the remaining genes of the 21 target DEGs related to ECM
remodeling, lipid metabolism, and immune regulation with an average expression of at least 0.05
were analyzed for their main cell sources to provide further insights about gene—cell-IPF disease.
Conclusion Pathways related to ECM remodeling, lipid metabolism, and immune regulation are
involved in the development of IPF. The changes in the overall molecular level of IPF and the ability
of specific cell populations to express genes are helpful to explore the potential gene—cell-IPF
disease relationship and provide new ideas for further diagnosis and/or targeted therapy. Taken
together, our results indicate the central roles of different cells, pathways, and genes in the
development of IPF. Study of any single cell, single gene, or pathway is insufficient to represent
the complex and heterogeneous IPF disease.
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ePO-054
Omentin-1 j& 33 4 BRET4E 4R BRIE (L R
BRERBSHMALEL

Sk CN A S
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HH Omentin-1 /& 2005 4 & ARG 1 —F B 313 AN EBR AR RS 7, 2 53 IR RE .
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A, il NRAREAAL, HE 4eft. Masson 4efh. JERMER (HYP) & &. HZHgULEg
. WB Kl 4 S PEEEFR omentin-1 X BLM BT 85Ul £ 440 /s SRR S £F A0 FE B2 152 . A5
] 52 PR I omentin-1 (1) 5 Z&- T 1 FH 25 FNE 0t Je AT 4k CH10 T B BEia 7 245, DA
BIHf I 3R0K omentin-1 X ESR B R T EBUM A 41 52 m . HE Y4fi. Masson Ztff. Real-time PCR.
G 9% 20 240 e RGN TS 14 FH 24 AR T M P 251 3R0% omentin-1 X BLM T8 45 446 /) R 28
U AL FE L 5 . S100A4 AT 4ENEARICY)) 1 a-SMA (WUREF4Ednubric ) Hups e
TR G Coa Ay WU it 223 P 3 41 4 40 ) LR AT A R % o AR 0 . SR EE 4L omentin-1 [K-F b 4%
TGF-B1 iGN B AR BT 40 i A0 N IR AT 4T 4 2 48 h, Real-time PCR . gk
Je e, AR 2 WB il pic 21 4 40 B v Ak 2 e S5 AR i 40

gE & G MR omentin-1 JE— 5 BLM Fraili 4R 4/ AR E ) TR, I il 23 & 45
FAREIR, it e JE OB R B I LR £ 4E A A bR iE ) a-SMA [IFRIEIK . HE 4efi. Masson 4eff,
Real-time PCR. &2 2E g kil 1) 285 S o, Fllh v H 25 fya 7 M A 255 315 omentin-1
Py BLM Sl 25 4E 4k /N R 2 S A 22 S5 MR AR TR DTS, DR I 4F 4L FERE . S100A4
(A4 kit ) 1 a-SMA VLA R B bric ) el SEXbR Qe ta g5 BRI, TR 14
2RI R 2575 kR IE omentin-1 ¥ a8/ BLM #5345 il 2L 23 P et 4 20 P i) LR 2T 44 o %
I3t. AMEYES T EA omentin-1 K 7]/ TGF-B1 75 5 (108 SRR AR i 2T 4 40 i A IS4 C i
AT AEL I a-SMA Fi collagen T2k 7K-F I3  .

25 fifk omentin-1 fNE BLM FrEUli 4 e L FEE . iR PEH 258036 97 14 FH 251 %X omentin-1 13
A BLM TS 4EALFERE, Yk BLM B A5 il 20 23 P 2T 2 40 i 1 LR 4T 4k 4 B 5 o4k o 4T
e Z omentin-1 [HEANAIZ —, omentin-1 R #lH TGF-B1 75 5 1) LT 4E 4 M ) % AL A IR
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58 IRYTHT, N RRALAN AL B B s R (FVC). B 1 B IR A (FEVL). FEVL
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ePO-057
ABCAS8 reduces pulmonary fibrosis by regulating
macrophage cholesterol deposition and fibroblast
migration

Lv Liu . yifjie liu. hong luo
the second Xiangya Hospital of central south university

Objective With the funding of the National Natural Science Foundation of China, we found that a
patient with idiopathic pulmonary fibrosis and clubbing carried a truncation mutation of ABCA8 gene,
suggesting that this gene may play an important role in the occurrence of pulmonary fibrosis.
Therefore, this research intends to construct an ABCA8 gene knockout mouse model to explore
the role and mechanism of this gene in the occurrence of pulmonary fibrosis.

Methods Firstly, we construct an ABCA8 gene knockout mouse model by CRISPR-Cas9 technique.
Then we use bleomycin via tracheal instillation to make a pulmonary fibrosis mouse model. Also,
we split and culture primary macrophages and lung fibroblasts. Subsequently, we use oil red O
staining and laser confocal experiments to detect macrophages cholesterol deposition in phages,
live cell workstations and cell streaking experiments to detect the proliferation and migration of
fibroblasts, and transcriptomics and metabolomics techniques to explore the signaling pathway of
ABCAS8 gene in the occurrence of pulmonary fibrosis.
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Results (1) ABCA8 gene knockout mice were successfully constructed, and it was found that
ABCAS8 gene knockout mice showed more severe pulmonary fibrosis under the induction of
bleomycin; (2) ABCA8 gene knockout would cause the improvement of the migration rate of lung
fibroblasts in mice; (3) ABCA8 gene knockout can lead to cholesterol deposition in macrophages
in mice; (4) Transcriptomics and metabolomics suggest that ABCA8 gene deletion in the process
of pulmonary fibrosis may cause the activation of tuberculosis pathway, ECM-receptor interaction
pathway and cholesterol metabolism pathways.

Conclusion ABCAS deletion may activate the tuberculosis pathway and ECM-receptor interaction
pathway by increasing the cholesterol deposition of macrophages and the migration rate of lung
fibroblasts to exacerbate the process of pulmonary fibrosis. Our research may provide a theoretical
basis for the screening of biomarkers and the identification of therapeutic targets in IPF.

eP0O-058
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B G o Hr 1 5 DATR] T 28 N AR R BRI /R JE FERIRE (Talaromyces marneffei, TM) /g
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endobronchial ultrasound,C-EBUS)#&E % 7 4. 4R Ui %Il /= FEe, TR N FE BT
i%FE (Endobronchial ultrasound transbronchial needle aspiration, EBUS TBNA) , JFF4EA 5 B
KA 7 ZH K B &5 2 Rl ZE ) — X ¥ ( Microorganism next generation sequencing
technology, MNGS) £i#t; mNGS & #Rn G /R e FEHAIRE, FHIE: 566, HIIHXUM R 77 I
T™M FEAHES COOMBEEEA (37°C) , I mBR S IR, FrdeptRIIvE: B HIV
oA IR, K EAATM, bk AR s A S 5 % CD3. CD4 4Hffu %K, 4
INF o E 587 = R 58, MR BEAFAE e R L ik By, T4 4 B 1 52 K 45 DU %78 5 (Copy number
variations,CNV)&: il R 3L STAT3 ZER KA, RAHIZ MY /REIEERERGIHE S T 55
SEGE T 3 (signal transducer and activator of transcription 3, STAT3) LK %48,

GR A EE U REEWAES G AFBIRIKERI, R FH RO R PEN %, 75+ it 5
MEFURGSIRTT, W) 2 B R W R, I RRE IR I 4%

510 HIV IPEFEIIZ NI 5 7Rk 8 FE IR BB GL i B 5 e /0 WL, 1 26 R S e R e i s STAT3 2
PR R AR G 35 1) S % J1AIK N R ey HIV IV 8 5 B e B IR JE HE R B () B R R 2 —, ISR ) Joid A2 it
RIFAR R IABTT REFI I N A 0%, R X R R 3 IS I K BT B R Y7 (I (]2 3K
FEARPISEER, 7 1E SR PG T B DG
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eP0O-059

— B & HBERHE LA OB IR R & FE b

Wi, FRL FER
P B SE R 2 e Y I stk R e

B IR G AT, TG BT A M OR O BRI A i K A LI R R I, $R S
B,

Tk B — -G FE IR A oK O BRI 5 Ak I (1 1 PR Bk

g8 56 & tiEaE, WERIEAYIEITAE 6 4, HAMEA EAf ISR ML BG4 1 5. — 55 H7 R R i

TEBN R A MRS T E B, ZMThAE K CT Wi as Sl 25 s i, ¥ 0 RN 2
M Ol J5 28T IRk e 3 K38 22 . — F AT DRI R i i Rk AR X
20350 B B Btk e g b K. XU S T . IR R AT B ThREIE % . Lyt 74mm/h. CEA IEH
79 1.90ng/ml, NSE F}& 4 38.80ng/ml, CYFRA21-1 iy 6.39ng/ml. JixiA4ik 180.0pg/mL.

OB ER Bk 5K (WA 28mm), iz ks 63mmHg(F =2 s sl AR D o i
K Pa02 51mmHg (iR, KWK o BEEHRCT sn A7 EARSRAs, XU B8 3k 38 5 K R i M /N 4
FT 5 OUT A 3 RN TR B B, A1) R B abk Bt i, o 1) R O B AR R A 2 A {0 O s
SRR L 5 5 A0 P A R B R . SR 4V AS HE Yoo R E RV, IR 474k
GENTRENGAS, WY, PROREEN . MR AR B VPR AR, T RAA . 40mg/d iRk
e —RJE, BE PRI M KRG M . SNSRIk N, HeEED . A O
BN ORI IR, Il sh k4 B 2 40mmHg. IS 4387 PaO2 1% o 0% & w2 Wi e
B, FHHE R RS e T UK. B )E B gk DUARR RS 30mg/d. — H Je EAME HRCT 7»~ b
Jili B B st B R AR/, BB RS RS BT R, OB ARV I ek, R ERSE R RkN A R R
RIDE RN 1035 HRCT G BB B s ISR . AT S BRI IG . 414125 HE %
AR R ARV, RN KR E AR IR . a6y, Harhekavit.

S50 RN IR I2 W ELFE B A 1) 2 5 SE FRFAE M R IR A5 22 R B, RIS HERR AL AT RE 2 . 29 40%
(PR it £8 3 R B A Ml 1) ARG AR EL s B R o i &7 B 4 86 K R B I o B AR I ) o AR 3 ok
WREEE ), A M A SR B A RIS B R, BT PR B R R N R . AR R
FH, R S e A PR 2R A PR ) S T2 T

eP0O-060

RES K ARRIRERIE

TR XNER L RS T BURR. Bk
P R 2 P 2 e Y s s R B e

B B, B, 34 %, WYEKERIIFEIMTREHRAR 2 F£4, KEMI 3 H"F 2020 4 12 A 16
H AP

ik BUR S B 2 SERRTNAMG A CT K& R IO RIEMERAS, AR TEEmM . k. Fighe
BESEAE, Ri2iG, 3 ARATEZETLHEER T HIZW, FiZRhE, tEalk, ThRE, TR
PV, MHERHNS, B CT MK ES M, AN E4E 95%, B LMk , £ fivgig e
RIFERRIRS . R/ N IRIBEIG B, A7 T il WA VR AR 52, BT SSA/6OKD () , i f [41 =0
Sl PURYSEIT G 1B . 2020-09-27. 2020-11-04 PR L e R AE, CT A<,
F ARG E R . BUERRE, NiE-—58h, TSR UmTRE MR AR . AR i E
AbBio BRAEA 3 Mg B9 s, JolEuam sk, JeIR s A st
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KA. T 36.6°C, P 83K/, R18k/4y, HL/E 108/72mmHg, SpO2 97%, ek m] W,
RN, RIEE, PSR 3E, UMK E & TR, B, B R®E, SUFEEK
Jift e WIBIEW: PSR IS AR R

GEEL SIS EKG A, M. ARk, B, IMIT. SREM. MUEAEYIER, T-SPOT. G ik,
GM 4. EB-DNA. CMV-DNA %1%, A SPiiRmPuzdiimssiirt:, $ SSA+, ik H IgA
3.62g/L, IMEEE. JRBEE. HEEe Bk IEs; BB A B0 SOEA MR | %, MERAR
ECT IE%, WJRAR B HURAMI'EATTERy, FFARERAE B M RAFZEM . MEAEMR, R R =
IR S, B ECT IEH . BEE HRCT R B lig il KIa, Wl oRI8 2 A1 3 S AN /I e v e 7Y
SEAT, AR /N BRI R . IR BRI, A7 AMRI s B i A S AR A, R
i SR R R, ECD st AdE . #2517 BRAF JERRGI, S5 REAM:. KiZWiikiE
TGy, ATMHEFERGN, $##&78 SMPD1 BRI, HEE, Hy¥ hRBHENE, HEJe2ILmEnT
Ae, oo E BTG, REIRR: AT R RGN A A AN . AR R T R R RS R
B, 7-FRAEEEET S, fFEB2ULWH. BIESK: JB2ULwR. FEASMEELRE. fiKmAR
Jao 09T ATUE: AR UCE, WM AR, IEREGHERYY, WHCH R, LBRERERORGY, H
AT TS FRE -

g Linihs: S TEREW, FTNmSEEGR. WER. MREEL%RTE; TRIEHERE,
AERT 27 D35 R ] BE SR EU R B AR (1) AR A, I R 528 R 1T B8 2 h 25 g 38R} I8 AE S AL I PR 12 W
W LW AN B S AT WP R G I AR S S RS I, A I AR AR RE SR AL LU T SE 2 T 7 10

eP0-061
PR MEMALENSHIENTRER

M. (R
HEA W — NREEB[WALE B & 1]

B R 4EtL APF) & — Mo IR R R L . AT VEA ARV RIS R 28, I AR AR AN AT
T, FET-EGE . TR, BEA B ORI IPF AR RS- T, Ho& FRAE tgl it — 2 S R o e
REFE LT AT BRI — 7. WIFERE, IPF SIFAERIAAAE R E G0 T IPF S i BE R AL T
JE o AL ZEM T ARLERT IPF AU AN K & I, DU s& I R ERITXS IPF 3%
TR BIANGTT, BRI B I A R H .

T3V DB 5 4 [ A AMT RN R AL ET ik 5 JFREAR S KSR, AR S (5 FE AT L, 3K
HXT IPF BT FMIA S B R BRI & IRE, SRJm AL R LR I PR I RIIR T T3R5 7
TN LAZR IR o

S5R MRELL 1 Rl UM DK . BEAREIR . iR ZE l GERD 485 IPF A AEAH R
[ERENOEE i

G0 AIFEZ W T4 IPF &, Hrhvr 2 A g A Ar, Wit . WSk e A ATC iU R
H B ANB R IORAE IPF FUE AZEAE A R R . W FE o R B A PR Y, B R T )&
(K, IXRRERE RO FEAS B, DL IR AR A€ SR i Im R SR B o O e 4T AL 24
PIIGIN, IPF BB ARG, JURA RS EAR R W] gt — 48N, BRI, ImKEE
AT AR IPE A JRAE " EE AN AR O BRI RS R, B2 WA T &
£ IPF BB T PR Bk Xt IPF JORA B EATIRYT, ATIEZR ot fE, oos B mAn R E. A
J7 IPF G IRE ) — L R RE ) SRS G 2 AR5 7 3, VAT AR 1 GERD MR PR B 452, AR50
M RS, TR, FEAE 75 I S B SR g ST Il SRR S . A8 O ML AN A 3 o
AR RE R o B0 B R AN R R G B R YT 71 — TR BB A E . IPF &
BT 2 e BB, Bk AR, KR, A RARYT IPF G IRIERR
KBTI TT 0], AR T3 IPF S (R AR B KSR AR V5
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eP0O-062

M HELIRTT 4R 440 2Rps 1 o< 18] BT 1 A Jos TS RO 2 Hi

ML, (M
HE TS NREEEE[I L8 H 5 ]

B H PR ST 4R a7 A Je X 25 AR L U AR SR [ s PR (CTD-ILD) Fila (520 o

JiE R WA 45 2 AL AR SR ) S5 R 8 BRI R AEIR < IThRE S %, 6 AT, EWiATE
DEEGRL, RS BB G A AR NP LA Pt L, EE ST E T S
25 4 A A SR 8] Jo 1 e 8 U A R R =

R FHTE A AME R B RGUEREAIE S, AR At 45 45 2 255 AR 5 1) S5 B A 2T 4R A i T itk
AT, PRI PR R T AT AR 2 5 %S CTD-ILD & AT PULF AL iR T A AE AR E
T FE 9 2 4 AL LA SR 8] B VR T it in T 3R 0 1 — @ B RE . B geih i &
B, #5327 PUAdein T 4 A LU A SR IR SRR 58, Il Th e 2 Hh fl 0fiis & (FVC) 4
TR AR IR (DLCO) SBALTE I B T REAT A eI 8, B 6 28biT
W6 ETHAVF P LA NGE AR (ST aTleED , ZRA IR .

G5 PUAT 4 IBTT A B T 1828 CTD-ILD 35 il DhRe s T R

AT JCREAT PUET AR IR 7 5 2 520 45 4 AL U0 A 5% ) i R s S8 RO T 45 2 AL P09 A Ok ) Jo 12 i
o1 BB AE RO IR L 58 3 Bl D RE AL 2 5 i, e B A IE A MLEAT T 4R T .

eP0O-063

MEEX—FR R RERFREB R EE—F

VRIGE . HikE
HREERFR AR AR — BB

B B 7= 510 WL ] 98 & R R IR B e, $R sl IR B 12 7R K o

FiE 5, 51 %, BIREMN 24, iR, SEE, NE 1 AT 2019-08-08 ABt. ARt 2 45T
AMBERE CT SR WU 7RI R A", RMEIRIT, RTINS E e, Mildsz HwEE. 1H
ARG BBV, M3 CT $E XU [a] BT 02, AMBe T DARE R R . PURIIRIT G &
ANHR . W 40 4F, FEHZ) 30 2. ABifEfk: T 37.1°C, SPO284% CRWLE) . #hiE, W
S, UMIPIR i, AU R A TR, FRRIE. M0 Hriton | BpaEsg . ifH A WBC
12.69 x109/L, N 83.7 %, CEA BJEFtm, CT $&uXUME Bt 40E & B IR AT R . T
CABETG YD B PUEYIRTT, FRAE BT B+ QIR ML N AT E B HEYE, U H g BRI B8
FFE (+4) , TULHREZ $ig54%3697, 3 RJ5 mNGS Kl tH it - 56 & (RO R 1) A 2145 1%
Oy AT . B EFPUEZIRTT -

LR KL PAP SIFWREEY, HATAE S SRR, TR i A g A s A2,
I TZAT AN GM-CSF, AU BE U7 83 0PI R ERE IR 22 A, Bt CT 3 om i kbt AT vk, 2020-
11-30 FBH 12 TR BE VT BB CT XU 2 TR, 3o PRE B AR 55 i R AL

i 2R L 2RI EREMRRAS T4, U4 inr A SRR -
ILD R E 4%, FHEEW SRR EE iR . 1288 R&2W PAP, By A H F 20T
FB, MIEMERIT. 2) WBIGKEYE: ST 2WAEREE, ISR LT VEgh s, Ak, &2
BT E R, WTEIRAREYE. 7850 %00 /0 WEEAEF . A B35 Ml 2 R T2 I oA [H] K i 2 g
EX IPF FIHEBRIRAE TkEE . 3) IR T8, &, fEE. FImE, EiliTraeEEL
A, AN R TR TSR, AR, WRi2. BB mMNGS 4 B B e i
L HEBRGERE, Ik BB R SE IS HEIGIT IR RS T I E R
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eP0O-064
PAMER RS, FEtmE. SUMEREE. Mzt EAEZ R
ANCA HXMMmEZR 1 6l

R, EMH L BRIT 2, ERE L VR L HERY
1 BAEHEE — NREERE
2. TP IR K - B I 26— B I = o XU A

B Ho ok 40 i i S oA A G v L % (ANCA associated vasculitis, AAV) Il K& L 24 %
BHSRZ R, A5 RIS, AR SCHRGE— B KRR . SEREE . Bzl ke ZE |
B2 B (FRseAs . SCRET K, mAMIZAE K AAV.

FiE BE L, 7185, RIK, HRKMAEZW. 2%k L&, ZEMBAT 2 X7 ANBMER:: T 37.2°C,
P 86 {k/%r, R 20X/%, BP 148/60mmHg, SPO250% CKW4) , BMI 20Kg/ m2. #iE, HJE
DA VU i R JER SR 2 W e o XU R, U T it SR, e 86 IRy, Y, ok, JEHD
(=), MCFBEFM. NSRS, AMaEwE, OMaE, MEAm, AMEEI) V-2,
FMBAENT ) V K, ABRAEAE, FRERAEAR S, BBERIAE (). i A CRIED -
PH7.304, P0229.7mmHg, PC0278.5mmHg, HCO3-38.1mmol/L. fi# CT (2021-3-23) =~
TR, A SR K o ST DWI (2021-3-24) 7 A5 MEHIH R A2 FAb Fuik 3 s
fWkESE. CTPA (2021-3-29) /nAfili - Beitizh ik 7 s /b Vifitide 2€. Skl CTA (2021-4-6) 7
FEMKAR G h ik PL BE @4.1*3.7mm ZhliE . SidPumkye. PR, fukt. TOIERALIGIT RUR
. MERTIN:  p-ANCA B, MPO S&FHME, %7 588 588 40mgQD i . B PFIRIE .
A RGUEIRIA RO, WPt RI1GYT 8 REEMHE CT femmilii 2 KRB EHIRBO o K
BRI 212 AAV,

LR BHRATELW: FRME AAV (25D , SRMREY kMY, TR ERE, 2
PERTREZE (PR SE, JEAZIMAR) , SUERNREZE (TOAST 4% /NSHkHIZERD) , A0 KN S 3h ik
BNIKIE, Ao MR G Bk 7, RSN K SNET A Bk . 2o AESI KBRS 4 BB A2, A
HEBIIKBEHAE: Fp BERe A, WUT I s B AR AL PR PR E Ble,  X ESREB R fL, SR, A
CEAME. HBEJESRIIF 50mgad. FEEFAST TCEINFRALABIE . S kEETHEBEE 15 KIEIK
FERNGE . AEVEERAr HEE, B CT Ak &I, ESR 36mm/h, CRP 1.64mg/L. 1 AJG K
BE U5 RREIR 2% . AEWE EE, MEE CT AWK, mA 4 (RWEAE) PH7.402,
P0266.8mmHg, PC0243.9mmHg, HCO3-27.9mmol/L. ESR 19mm/h, CRP 0.99mg/L. 58]
Fa %y 40mgad, 0 22 R 0.5bid FR.

L8 AAV IRKERILZ AR i, RAOIIMAE . AR FHAE G SEMEEIE. e a0
BV SEN BE RN FEL RGN, THEEMNE R, EFXEELEIE, FHpE
Al CGETIS -
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eP0O-065
A case of intravascular large B-cell ymphoma with diffuse
ground glass lesion on chest computed tomography
diagnosed using transbronchial cryobiopsy

Dongyi Zhu . Liming Zhao
Shanghai East Hospital, Tongji University School of Medicine

Objective Intravascular large B-cell lymphoma (IVLBCL) is a rare extra-nodal subtype of non-
Hodgkin’s diffuse large B-cell lymphoma. IVLBCL with diffuse lung lesions is very rare and difficult
to diagnose. Transbronchial cryobiopsy, as an emerging procedure, plays an important role in the
diagnosis of the disease.

Methods We report a case of a 68-year-old man who presented with high fever of unknown origin
for 3 weeks and nonproductive cough for 1 week.

Results A chest computed tomography (CT) scan revealed multiple nodules and ground glass
opacities in both lungs. After treatment with methylprednisolone for 2 weeks as hypersensitivity
pneumonitis, the patient&#39;s fever recurred, with no resolution of lesions on chest CT. The
patient accepted the further examination including positron emission tomography computed
tomography (PET/CT) and transbronchial cryobiopsy. PET/CT showed that fluorodeoxyglucose
(FDG) metabolism was significantly increased in the spleen, whole skeleton, and both lungs,
suggesting a malignant hematological disease. Hematoxylin-eosin staining showed heterotypic
cells infiltrating the vascular wall and stroma. It showed abnormal monoclonal B cells by bone
marrow smear and flow cytometry. The patient was eventually diagnosed with IVLBCL.
Conclusion Although IVLBCL is a rare disease, it should be considered in patients with persistent
fever with diffuse lung lesions. Transbronchial cryobiopsy should be conducted early for its
diagnostic superiority.

eP0O-066

FEER RIS R A MR R E R A AE— 5

EiEE. gt BER
VO NR S A P R e

HE BB AT 1 50 g T 2 200 M 8 v 0 i P i B U A — B R A I R k), PR el PRy
m~ W BRICH. T ST, BB IR B SR, DR SR SRR B .
Tii 1R 73 BB A2 1) L V8 R 1 240 I 18 v A R M A B O A — 191 A8 PR I PR A 2
R, JREEE SCIRE SIS IR R BRHIn A #r

R (L ZMPRIEIT, TTREH L BSNE ME R VERI AT, W R YRR T i PR A
REH TG AL B, RERREA -, ENSHEZ ST e EE e KA ar, AR, HAESER R
WHREAE: (20 ZREH AT S BOERMEAIE 2, iEvEsom . &4 BURGEA Al B
ARASAES - WIR GBI Z9WIRN B L i B 5T T REJRARUE K FoAt 57 WL JR R85, 3R R il
I, BE PRIV W R WA A W RS, AR R IR, R E.
(3) A B LR EZ RN BRI, A RERRMENAL & i IgE T, BiE CT $27n X _E ik
BUAR RIS, REBSEAERAR, Tit  EVamon B i R e iR, (M ERRIT)E
BFIER T RIFE, WAH BB LW IR VGRS N 2 5 I 4K A 1 i 2 IO E

ik ZROR A SRR MG 2, FHE SO WO b e . B S R A, Rt b
WE R VRN 2 (IR RN LSS, AR B R 22 Wi DR VEE IR A A i K 5 O 4k R Mk B e
AL, (B JE SRR UM 5
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ePO-067

[R % 1 AR R G I E 5 & FHHFT IR B 3 — 51

MR TR RATH
BT — NREEFE

BE FERMEFHRAE RFEME RSB, RI2EG, BI7TDENT, BT RE && FR
BB TR A WA AR SCHRIE P8 B R IR R M £ SRR TR AR R 4 R R IRIR . WL IR 1R
(magnetic resonance imaging, MRI) . IfFRIATT 2545 .

FE Jiik WE 2020 4F 12 H ~2021 4F 05 H FFEU sk v X pH 2 R G i 28 B ok, SR
R TR IR R DL MRI YT S R IUA WP R SE4E f b 1T 4047

gER B JRISE 2 RS, BN 1, Lotk 1), SkE. kB 260, HEEOR 16, A
BB, TEAR 2. BB IER 26, MRIKIONOUIREA L6, HREDFAE L6, LoEE
TSR T2 5 5 BRiEUB KU %1 (susceptibility weighted imaging, SWD ,  H Ak R K
55 16, JWIEMESIFMEIKEE 2 5], BEIGITTEIREE e s ke B B R 1 F1, SR
IR EATIEAEURTE IR FXRNGE, IRBEE HE R, 1 B B A
WERJE RBLE RN 28, BURPURGIRIT G IF ¥ . 2 B RATAT IR B A A

S R IXH A RRME RINIKRILLG B F 2R, W3R T2 &1E 580 SWI FAIMKE 52 H
HERGFRE, E a2 T EENHCT B, HREFE, KB, mRELWZE T
CLSE MR BB RS W v TT, 5 /NSRRI T R 7 A 4%

eP0O-068
RIPK1 5 BEHEE1ER X A4 S 1280 8200

KRR L BJE T BdkiE . ERUY, AR 2L EEREN 2
1. BIREERIRAE SR s s b
2. EB bR T R R R B

HE AW EFEHRIT RIPKL 5 E W2 8] 10 AH 5 8 30 CL S X il £F 4k 40 T2 i R B i s I
Necrostatin-1 1% RIPK1 322 fift fili 21 4E Ak 1 A S WL

Fiid REREE R XS C57BL6 /MR TITAF4EfbistE, A RIPKL 3Rk PA K H W1k, B H b
LR AT YA AR ARSI RIPKL A8 4k, 2549401 RIPKL 35 WG I 41 4 A0 S ARG 5 W AR 4

ffiH TGF-bl 55 MRC-5 AUt T A4kt i, i RIPKL #)il55), W% MRC-5 4 gk Jif 77
WK AT e tb, JF H W% B a1k

8] RIPK1 7 BLM /N R 4EAL R (1 3RE Th sy, HS AT 42T 2 IEAH G

H MEASARICH) LC3-I Rk 1T, p62 FKIE FFE, 25 R RG] RIPKL v DAL AW, I HAE
BLM /)N BRAB TR f) il £ 4 AU FE DR

33t E AT LU BLM 75 S0/ R AR e s,  H RIPKL RIE T .

TGF-B1 EFT MRC-5 4Hfiu)5, RIPKL ik i3] o] LA 0

] RIPKL 5 7] LLRE: TGF-B1 %S MRC-5 4fitt ECM (VTR I EL3M kI LR 2T 4E4m i 4k, o
258 1. fEESEE R 00/ R4 40 b RIPKL R IE 15

2. $ RIPKL {23k 5 W6 H 28 fife 13k 25 2 75 5 10 /DN BRI 241 44k

3. WUE AW R R T /N R 4E0 3 T RIPKL 13RI4;

4. 3% RIPKL 7] PAEG 3% TGF-B1 X MRC-5 4 i o [ W 141 5

5. #] RIPKL ] LA#E TGF-B1 -5 1) MRC-5 4 ffa 3 J5 yyC AR R UL 214 2 ffa (1) B4 AL
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ePO-069
Exosomal miR-552-3p isolated from BALF of patients with
silicosis induces fibroblast activation

Mengyu Li . Jie Meng
Department of Respiratory and Critical Care Medicine, Xiangya Hospital of Central South University

Objective Systematically study the role of epithelial cell-derived exosomes in fibroblast activation,
improve the understanding of exosomal miRNA-mediated cell-to-cell communication and its key
role in fibroblasts activation and silicosis, and clarify the mechanism underlying silicosis and may
facilitate identifcation of predictive biomarkers for this condition.

Methods In this study, exosomes from the bronchoalveolar lavage fluid (BALF) of patients with
silicosis were isolated , and then were co-cultured with primary lung fibroblasts to observe the
function of these exosomes. The next-generation sequencing technology was used to
profile exosomal mMiRNA sequences from BALF in silicosis and control groups. Functional
annotation and analysis of highly differentially expressed miRNAs were perform to predict target
genes. Then the findings were validated in human samples and mouse models. MiR-552-3p and
its putative target gene CAV1 have been further studied in silicosis model mice, and A549 cells
exposed to silica by qT-PCR and western blotting.

Results A total of 110 miRNAs are differentially expressed, of which 40 are up-regulated and 70
are down-regulated. The level of exosomal miR-552-3p increased in human BALF samples,
silicosis model mice, and A549 cells exposed to silica. Inhibition of exosomal miR-552-3p
suppressed the expression of fibrosis markers. Then we verified that CAV1, the target of miR-552-
3p, may participate in the ERK/JNK/p38 signaling pathway. In addition, high levels of miRNA
resulted in the upregulation of alpha-smooth muscle actin and the inhibition of caveolin 1 in A549
cells. P-ERK, p-JNK and p-p38 are up-regulated, indicating the potential activation of this signaling
pathway.

Conclusion Our study showeded that exosomes in BALF during silicosis and exosomes secreted
by epthelial cells exposed to silica can induce activation of fbroblasts. The underlying mechanism
may involve transport of epithelial cells oriented miR-552-3p to fbroblasts via exosomes, leading to
deregulation of caveolin-1 and uncontrolled activation of the ERK/INK/p38 signaling pathway and
resulting in phenotype transdifferentiation of fbroblasts. Our study highlights the important role of
exosomal miR-552-3p-mediated intercellular communication derived from epithelial cells in silicosis
and demonstrates its enormous potential for monitoring and treating this condition.

ePO-070

48 f5il18) B 1 B B w1l R 53 4

F/NEE R A

BT /N B Bt

BB 1R R e 8] 5 12 M5 (ILDS) I B 5 IR« I RHFAE . 12 W KR dr R, #E—B 3wt ILDs
AR, INSRIGPRESAEXT ILDs R R ANEEREZIR b, IRIRGF AL GRB2E) IEAR, ez
K, BEGF BR YT A) TR PR

T SR 2 Bt 12 B i 11 28 7S B B PP 5 i ORE R 2% R 2018 4 6 H 42 2021 4 9 Hi2 N ILD
1) 48 151 28 2 PRI R BERHEEAT (BT 4347

G897 5 SRR AT 5 33 141(68.75%); LI 11 $1(22.91)%; 55T 4 ] (8.33%).

51 ILD HIRYT AR IEA AR, Tk — i T
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ePO-071

R & H B SBLR A AER KT BRI IR R

FEMRL TR KB FRE?
1. HFBRE
2. H BRI R EE B

B AR AL T3 — P8R I AR 4 & IR A R G E (CPRE) S R NKE B R = B A S
AEY KA ACSILABA) Il IRYT Az 4, LA ICS | LABA X Tl 4f 4ifb & H I S ok &1
NGIRIZ P P rd =t

7% fR4E 2005 4F Cottin #3712 WrkrifE 201 2015 £ 2020 4F (6] 3k Bt 12 W Jy CPFE () 3% 173 4,
X 3k B AT BEN LG BRI /BT . 68 BT 4EAL A FEI S &5 A AE 38 45 T ICS/LABA J697 (52
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ePO-074
Latent transforming growth factor-f binding protein-2
regulates lung fibroblast activation in pulmonary fibrosis
via NF-kB signaling

Menglin Zou . Zhenshun Cheng
Zhongnan Hospital of Wuhan University

Objective Despite extensive studies over the past few decades, the mechanisms underlying
pulmonary fibrosis (PF) still remain poorly understood. The currently accepted pathogenic theories
suggest that the aberrantly activated lung myofibroblasts with excessive accumulation of
extracellular matrix (ECM) is a central event in the progression of PF. Latent transforming growth
factor-g (TGFp) binding protein-2 (LTBP2) has been suggested to play a critical role in modulating
the structural integrity of the ECM. However, its function in PF remains unclear. In this study, we
aimed to investigate the potential effect and underlying mechanisms of LTBP2 in PF.

Methods The function and associated mechanism of LTBP2 in PF were investigated in bleomycin
(BLM)-induced mouse model of lung fibrosis and in human lung fibroblasts stimulated by TGFp1.
We also examined the LTBP2 expression in different types of patients with PF.

Results Here, we found that LTBP2 expression was elevated in different types of patients with PF,
including idiopathic PF, rheumatoid arthritis-associated interstitial lung disease, and coronavirus
disease 2019, and mice following bleomycin (BLM)-induced PF. In vivo knockdown of LTBP2 by
lentiviral shRNA transfection attenuated PF in mice, as evidenced by decreased collagen
accumulation, and down-regulated a-SMA, collagen type | and fibronectin expression in lungs.
Additionally, in vitro knockdown of LTBP2 inhibited the differentiation of fibroblasts to
myofibroblasts. However, overexpression of LTBP2 was able to induce lung fibroblasts
differentiation to myofibroblasts, even in the absence of TGFfB1. By further mechanistic analysis,
we demonstrated that knockdown of LTBP2 prevented fibroblast-to-myofibroblast differentiation
and subsequent PF by suppressing the phosphorylation and nuclear translocation of NF-kB
signaling.

Conclusion Together, our data indicate that intervention of LTBP2 may represent a promising
therapy for PF.
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ePO-076
Prognostic Values of Soluble CD206 in Anti-MDAS
Antibody-positive Dermatomyositis-associated Interstitial
Lung Disease

Yan Li. xiaoqgin Liu. mi Tian. yujuan Gao. Hourong Cai
Department of Respiratory Medicine, Nanjing Drum Tower Hospital, The Affiliated Hospital of Nanjing University
Medical School

Objective To evaluate the effect of serum soluble CD206 (sCD206), a biomarker of macrophage
activation, as a potential prognostic biomarker for MDA5-DM/CADM-ILD.

Methods 41 patients with MDA5-DM/CADM-ILD were retrospectively included. The clinical
characteristics and laboratory findings at the time of diagnosis were analyzed. Serum sCD206
levels were measured in 41 patients and in 30 healthy controls. The associations between all
factors and survival were examined with univariate and multivariate Cox proportional hazards
models. Kaplan-Meier method was used to assess the survival probabilities between groups.
Results The median level of serum sCD206 in patients was significantly higher than that of healthy
controls (464.1 ng/ml vs 349.1 ng/ml, P=0.002). The sCD206 levels positively correlated with LDH,
ferritin, and soluble CD163 (Ps<0.05), while negatively with lymphocyte count, CD4+ lymphocyte
count, PaO2, and Ol (Ps<0.05). Serum sCD206 level was significantly elevated in non-survivors
than in survivors (568.5 ng/mL vs 285.4 ng/mL, P<0.001). The AUC of sCD206 was 0.885 for
predicting mortality (95% CI, 0.779-0.990). With an optimal cut-off value of 401.9 ng/ml, the
sensitivity was 84.6% and specificity was 80%. Patients were divided into sCD206 high level group
(2401.9 ng/ml) and sCD206 low level group (<401.9 ng/ml). Kaplan-Meier survival curve showed
the patients with sCD206 high level had significantly lower survival rate than those with low level
(88% vs 25%, P<0.001). The age-adjusted and gender-adjusted hazard ratio for sCD206 was 1.003
(95%CI: 1.001, 1.004, P<0.001). The hazard ratio for patients with sCD206 high level was
significantly increased compared to those with low level (HR 4.857, P=0.006).
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Conclusion Serum sCD206 may be a potential prognostic biomarker in Chinese patients with
MDA5-DM/CADM-ILD.
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ePO-078
Distinct metabolic features in the plasma of patients with
silicosis and dust-exposed workers in China: a case-
control study

Changjiang Xue. Na Wu. Yali Fan. Jing Ma. Qiao Ye
Beijing Chaoyang Hospital, Capital Medical University

Objective Silicosis is a progressive pneumoconiosis characterized by interstitial fibrosis following
exposure to silica dust. The role of metabolic dysregulation in the pathogenesis of silicosis has not
been investigated in detail. This study aimed to identify different metabolic features in the plasma
of patients with silicosis and dust-exposed workers without silicosis in metabolomics studies.
Methods Patients with silicosis, dust-exposed workers (DEWS) without silicosis and age-matched
healthy controls were recruited in a case—control study. The metabolomics analyses by ultra-high
performance liquid chromatography- mass spectrometry were conducted. Distinct metabolic
features (DMFs) were identified in the pilot study and were validated in the validation study. The
enriched signalling pathways of these DMFs were determined. The ability of DMFs to discriminate
among the groups was analysed through receiver operating characteristic (ROC) curves. The
correlations between DMFs and clinical features were also explored.

Results Twenty-nine DMFs and 9 DMFs were detected and had the same trend in the pilot study
and the validation study in the plasma of the DEW and silicosis groups, respectively. Sphingolipid
metabolism was the major metabolic pathway in the DEWSs, and arginine and proline metabolism
was associated with silicosis. Twenty DMFs in the DEWs and 3 DMFs in the patients with silicosis
showed a discriminatory ability with ROC curve analysis. The abundance of kynurenine was higher
in Stage Il silicosis than in Stage | or Stage Il silicosis. L-arginine and kynurenine were both
negatively correlated with the percentage of forced vital capacity predicted in silicosis.
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Conclusion Distinct metabolic features in the plasma of DEWs and the patients with silicosis were
found to be different. Sphingolipid metabolism and arginine and proline metabolism were identified
as the major metabolic pathway in the DEW and silicosis groups, respectively. L-arginine and
kynurenine were correlated with the severity of silicosis.

ePO-079
Clinical, radiologic and physiologic features of idiopathic
pulmonary fibrosis (IPF) associated with and without
emphysema

Chenfei Lit. Yan Wang?. QiLiu'. Feng Lit
1. Shanghai Chest Hospital, Shanghai Jiao Tong University
2. TRIANK E R XN R EEBE IR 16 BAE B 2 A

Objective Idiopathic pulmonary fibrosis (IPF) can co-exist with emphysema, a condition termed as
IPF with emphysema (IPFE). We compared the clinical, radiologic and physiologic features
of IPF and IPFE.

Methods IPF (n=57) and IPFE (n=44) were recruited between January 2018 and September 2020.
Symptoms, high resolution computed tomography (HRCT), pulmonary function data, composite
physiologic index (CPI) and gender-age-physiology (GAP) scores were obtained.

Results The IPFE group had greater proportion of male smoking subjects, and of lung cancer
development than the IPF group but both had similar mortality. The IPFE group had higher VC
(L; %pred), FVC (L; %pred), FEV1(%pred)and TLC (L), DLCO) (%pred, VA (%pred),
and DLCO/VA ratio. The IPFE group had higher emphysema scores and lower fibrosis (%) on
HRCT. Fibrosis (%) was positively associated with CPI, serum CEA and CYFRAZ21-1, and
negatively associated with VC (%pred), FVC (%pred) and DLCO (%pred) in both IPF and IPFE
groups. Emphysema (%) was positively associated with emphysema scores in both groups, and
was negatively associated with DLCO/VA ratio in IPF group and FEV1/FVC (%) in IPFE group.
Mortality rate was associated with age, male gender, BMI, emphysema (%), fibrosis (%), VC
(%pred), FVC (%pred), FEV1 (%pred) and TLC (%pred) in IPF, while it was associated with
fibrosis (%), DLCO/VA ratio, CEA, CYFRA21-1 and CA125 in IPFE.

Conclusion Although IPF and IPFE patients are differentin smoking history, lung cancer
development, physiologic indices, HRCT patterns and prognostic factors, they have similar
clinical symptoms and mortality.
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eP0O-081
Correlation of Lipid Ratios With the Severity of Pulmonary
Alveolar Proteinosis: A Cross-Sectional Study

WA, MR BB, BRmRAE. M. AUERIA.
P RS PR 2 e Y s s e = e

B In this study, we investigated the lipid ratios in PAP patients and explored the relationships
between lipid ratios and the severity of PAP.

J7iE 122 PAP patients were divided the mild- moderate PAP group (n = 61) and the severe PAP
group (n = 61) according to the value of disease severity score (DSS). 130 healthy volunteers were
classified as the control group. Routine blood examination and pulmonary function tests were
performed and lipid profile were measured.

#Z55 Compared with the control group, patients with PAP had significantly higher TG, TC/HDL-C,
TG/HDL-C, and non-HDL-C, while lower HDL-C (all P < 0.05). Patients with the severe PAP had
higher TC, TG, LDL-C, TC/HDL-C, and non-HDL-C, while lower HDL-C than patients with the mild-
moderate PAP (all P < 0.05). TC/HDL-C (OR = 2.322,P=0.024) and non-HDL-C (OR =1.797, P =
0.036) were all significantly correlated with the severity of PAP. The AUC value of TC/HDL-C for
predicting the severity of PAP was larger than that of non-HDL-C.

£5# Lipid ratios, including TC-HDL-C and non-HDL-C, were independent risk factors for the
severity of PAP. TC/HDL-C is a promising biomarker for the severity of PAP.

eP0O-082
Outcomes and prognostic factors of patients with anti-
melanoma differentiation-associated protein 5 and anti-
aminoacyl-RNA synthetase antibodies positive idiopathic
inflammatory myopathies in intensive care unit

Shiyao Wang . Xinran Zhang. Yanhong Ren. Yi Zhang. Ye Tian. Huaping Dai. Qingyuan Zhan
Institute of Clinical Medical Sciences, China-Japan Friendship Hospital; National Center for Respiratory Medicine;
Institute of Respiratory Medicine, Chinese Academy of Medical Sciences

Objective This study aims to identify prognostic factors for patients with anti-melanoma
differentiation-associated protein 5 (anti-MDA5) or anti-aminoacyl-RNA synthetase (anti-ARS)
antibodies positive and acute respiratory failure in the intensive care unit.

Methods Clinical characteristics, laboratory test findings, imaging performance, and management
were retrospectively collected in all cases with anti-MDA5 and anti-ARS antibodies positive, as well
as follow-up survival data. Risk factors related to prognosis were identified by Cox regression
analysis.

Results The 28-day mortality of all patients was 68.8% (n=44/64). The patients who died were
more likely to have anti-MDA5 antibody(p<0.001), presented more Gottron papules(p=0.021) or
heliotrope rash(p=0.008), had a relatively lower level of WBC(p=0.038), CRP(p=0.004), and had a
higher level of LDH(p=0.029), serum ferritin(p=0.002). The main risk factors associated with 28-
day mortality were anti-MDAS antibody positive [HR 10.827, p<0.001], presence of Gottron papules
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[2.299, p=0.012], heliotrope rash [3.423, p<0.001], and arthritis/arthralgia [2.365, p=0.022). At a
median of 14 months of follow-up, the overall mortality of all patients was 75.0% (n=48/64). The
non-survivors were more likely to own anti-MDAS5 antibody(p<0.001), had a higher rate of Gottron
papules(p=0.020) or heliotrope rash(p=0.014), had lower PFR(p=0.032) while ICU admission, and
existed a higher level of serum ferritin(p=0.005). Main risk factors associated with overall mortality
were consistent with risk factors for 28-day mortality.

Conclusion Anti-MDA5 antibody positive, presence of Gottron papules, heliotrope rash, or
arthritis/arthralgia were the main independent risk factors of poor prognosis for IIM patients
admitted to the ICU due to acute respiratory failure.

eP0O-083
Severity of Pulmonary Alveolar Proteinosis: A Cross-
Sectional Study

Xin Yan . Yujuan Gao. Qi Zhao. Xiaohua Qiu. Mi Tian. Jinghong Dai. Yi Zhuang
Nanjing Drum Tower Hospital, The Affiliated Hospital of Nanjing University Medical School

Objective Lipids are known to accumulate abnormally in the alveoli and circulate during pulmonary
alveolar proteinosis (PAP). However, the relationship between lipid ratios and PAP is not clear. In
this study, we investigated the lipid ratios in PAP patients and explored the relationships between
lipid ratios and the severity of PAP.

Methods A total of 122 PAP patients were diagnosed and divided the mild- moderate PAP group
(n=61) and the severe PAP group (n = 61) according to the value of disease severity score (DSS).
One hundred thirty healthy volunteers were classified as the control group. Routine blood
examination and pulmonary function tests were performed and lipid profile were measured.
Results Compared with the control group, patients with PAP had significantly higher TG, TC/HDL-
C, TG/HDL-C, and non-HDL-C, while lower HDL-C (all P < 0.05). Patients with the severe PAP had
higher TC, TG, LDL-C, TC/HDL-C, and non-HDL-C, while lower HDL-C than patients with the mild-
moderate PAP (all P < 0.05). Binary logistic regression analysis indicated that TC/HDL-C (OR =
2.322, 95% CI 1.621-3.713, P= 0.024) and non-HDL-C (OR = 1.797, 95% CI 1.239-3.109, P =
0.036) were all significantly correlated with the severity of PAP after adjustment for other risk factors.
The AUC value of TC/HDL-C for predicting the severity of PAP was larger than that of non-HDL-C.
The AUROC for TC/HDL-C was 0.741 (0.654-0.828), and the optimal cut-off point for TC/HDL-C
was 5.05 (sensitivity: 73.6%, specificity: 68.1%).

Conclusion Lipid ratios, including TC-HDL-C and non-HDL-C, were independent risk factors for
the severity of PAP. TC/HDL-C is a promising biomarker for the severity of PAP.

ePO-084
Patterns of lung diseases predict survival in microscopic
polyangiitis: a single-center retrospective study

Shugiao Yang!. Qiao Ye?
1. Capital Medical University Affiliated Beijing Chao-Yang Hospital
2. Capital Medical University Affiliated Beijing Chao-Yang Hospital

Objective This study aimed to explore differences in clinical features and prognosis among patients
with various microscopic polyangiitis (MPA)-associated lung diseases.

Methods Patients with MPA-associated lung diseases were enrolled in this retrospective cohort
study at a single centre. The evaluation of lung disease patterns was based on high-resolution
computed tomography. Clinical features and laboratory data at the time of diagnosis were
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compared among patients with various lung disease patterns. Kaplan-Meier and Cox regression
analyses were performed to analyse overall survival.

Results A total of 149 patients were finally included and categorized into four groups, as follows:
78 had a usual interstitial pneumonia (UIP) pattern, 41 had non-UIP interstitial pneumonia, 18 had
bronchiectasis (BR) and 12 had diffuse alveolar haemorrhage (DAH). Among the four groups,
patients with DAH had higher dyspnoea and haemoptysis frequencies, lower PaO»/FiO; levels,
elevated C-reactive protein levels, and the poorest prognosis. The overall survival (OS) in the DAH
group (median OS: 3.2 months) was significantly poorer than that in the BR group (median OS: not
reached, log rank P < 0.001) and the non-UIP IP group (median OS: 55.8 months, log rank P =
0.001). The UIP group had significantly more ex-smokers than the other three groups (P < 0.001)
and the second poorest survival (median OS: 36.0 months). After adjusting for multi-model Cox
regression analysis, DAH and UIP (hazard ratio: 9.431 and 4.072, respectively, compared with BR)
were independent predictors of all-cause mortality.

Conclusion Various patterns of lung disease-associated MPA may potentially predict patient
survival.
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SEFE A/ BALF 71 CD4/CDS8 B KT 3.5) , iEah AL 5 B 4 i Tregs & CD4+ T itk
EL 40 A L A5 T AR TR S AL T HE (p=0.006) , H.45 i B &It Tregs 5 CD4A+ T k2
Y il Bk 5] 5 135 ACE 7/K°F-Hil BALF A CD4/CDS8 HfH R IEMC . 2F4Efe RIS s (U 2ERM
JIAERIVED 3t 12 A (19%) , HAME IS Tregs & CD4+ T k40 bb g & T JE 4 440 R
ZET B (p=0.045) . JL 17 BIL5TTR EBE (27%) T 34N H WHEZE AR 232 S R 69T
HAME A Tregs d5 CD4A+ T bk EL4H I Lu 71 55 A 32 52 G % 19697 5 PR (p=0.015) .

g S5 R AN E I CD4A+ T kB 4NN 3 15 NG ER, Tregs 5 CD4+ T ibkEX 4 ffg Lb A5
T, HXFFEmiEsl. 4 RM . 1697 N AR Tl B — 2 3R .

ePO-087
Clinical characteristics of patients with anti-EJ
antisynthetase syndrome associated interstitial lung
disease and literature review

Yin Liu . Xiaoqin Liu. Miaommiao Xie. Zhiyong Chen. Jian He. Zhengge Wang. Jinghong Dai. Hourong Cai
Department of Respiratory Medicine, Nanjing University Medical School Affiliated Nanjing Drum Tower Hospital

Objective Interstitial lung disease (ILD) is an extra-muscular manifestation of antisynthetase
syndrome (ASS). The aim of this study is to analyze the clinical characteristics of anti-EJ associated
ILD in a large cohort of patients.

Methods Retrospective cohort study of patients with anti-EJ associated ILD. All available data of
clinical and laboratory characteristics, pulmonary function tests, laboratory parameters, high
resolution computed tomography (HRCT) and treatment were collected and analyzed from medical
records.

Results We identified 51 subjects. Average age at diagnosis was 55.6 years. Thirty-two of 51
patients were female. Concurrent autoantibodies against Ro52 were seen in 92.2% patients studied.
HRCT patterns were mainly non-specific interstitial pneumonia (NSIP). The predominant myositis
subset was amyopathic dermatomyositis (ADM) (41.2%) followed by dermatomyositis and
polymyositis. Thirty-four patients improved on corticosteroids alone or in combination with
immunosuppressive drugs as treatment and ten patients were stabilized. However, eleven patients
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(21.6%) initially improved during 12.0£4.4 months, then progressively recurred despite steroid
treatment (mean prednisone dose 11.6+3.5mg). The recurrence group included a significantly
higher proportion of patients with NSIP pattern (p<0.05). In the literature review the most common
manifestations of anti-EJ ASS were ILD (89.3%) and myositis (58.9%).

Conclusion ILD are common features of the anti-EJ ASS. Patients with anti-EJ ILD often had an
onset of ILD with lower lung-predominant opacities and NSIP. Although the disease responded well
to the initial combination therapy of corticosteroid and immunosuppressant, recurrence was
frequent. NSIP pattern was significantly more frequent in the recurrence group.

eP0-088
EfEM (IR EE A B E RS S

5
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eP0O-089
Inhibition of PTPN21 attenuates lung fibrosis by
modulating epithelia cell adhesion and motility

Hui Lian. Ruyan Wan. Linke Ding. Ruoyu Duan. Caoyuan Niu. Guoying Yu
Henan Normal University

Objective Idiopathic Pulmonary Fibrosis (IPF) is a progressive, often fatal, fibrosing lung disease
for which treatment remains suboptimal. The morphometric study on pulmonary biopsy specimens
from IPF patients had shown that the epithelial cells were active in adhesion to fibronecfin in areas
of early intra-alveolar fibrosis, and this may contribute one of the mechanisms of progression of
fibrosis in IPF. Protein tyrosine phosphatase non-receptor type 21(PTPN21) is a widely expressed
cytosolic nonreceptor tyrosine phosphatase, and binds to and co-localizes with actin microfilaments
and adhesion plaques. This phosphatase play an important role in the dynamic organization of
actin cytoskeleton and in regulation of cell adhesion and motility. Herein, we sought to determine
the role of PTPN21 in adhesion, motility and differentiation of epithelial cells in vitro and in vivo of
pulmonary fibrosis.
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Methods PTPN21 was localized in lung tissues from IPF patients and control subjects by
immunohistochemical staining. In vitro, inhibition of PTPN21 function in A549 cell was
accomplished by siRNA knockdown and PTP inhibitor (pervanadate). In mice, PTPN21 ShRNA
was perfused into trachea to reduce PTPN21 expression of mouse lungs.

Results The expression of PTPN21 in epithelial cells was significantly reduced in IPF patients.
PTPN21 siRNA and pervanadate mediated PTPN21 down-regulation and inactivation which can
restraint adhesion, migration, and differentiation, decrease the expression of focal adhesion kinase,
paxillin, RhoA, RhoC, N-cadherin and vimetin. Bleomycin-challenged PTPN21 ShRNA mice,
exhibited reduced pulmonary fibrosis compared to wild type mice.

Conclusion These findings suggest that inhibition of PTPN21 attenuates lung fibrosis by
modulating epithelia cell adhesion and motility and differentiation to mesenchymal cells. Our results
suggest that strategies aimed at interfering with PTPN21 expression or function may represent a
novel strategy to reduce fibrosis in IPF.

eP0O-090
ADRB2 inhibition alleviates pulmonary fibrosis and
fibroblast activation via the TGFB-AKT pathway

Ruyan Wan. Hui Lian. Lan Wang. Peishuo Yan . Mengxia Zhao. Hongmei Yuan. Guoying Yu
Henan Normal University

Objective Idiopathic pulmonary fibrosis (IPF) is a progressive fibrotic lung disease with a poor
prognosis and limited treapeutic options. Pathological remodeling of the extracellular matrix is a
key factor that drives the disease pathogenesis, although the underlying mechanisms remain
unknown. Adrenoceptor beta 2 (ADRB2)is a member of the G protein-coupled receptor
superfamily. Studies have found that a variety of G protein-coupled receptors (GPCRs) have been
implicated in the pathogenesis of pulmonary fibrosis. We have found that the expression of
ADRB?2 is decreased in lung fibrosis patients compared with control subjects.To test the hypothesis
that ADRB2 plays a significant role in the development and progression of pulmonary fibrosis.
Methods We have analyzed the expression of ADRB2 in the lung tissues from control subjects,
IPF patients and bleomycin-induced fibrotic mouse. We assessed the activity of ICI-
118,551 (inhibitor of ADRB2) to inhibit various pro-fibrotic mechanisms and epinephrine (activator
of ADRB2) to enhance pro-fibrotic mechanisms, induced by different pro-fibrotic mediators, in IMR-
90 and MRC-5 cells. The in vivo anti-fibrotic activity of ICI-118,551, given once daily by
intraperitoneal in therapeutic treatment regimen, was explored in mouse models of lung fibrosis
induced bleomycin.

Results In vivo, we found that ADRB2 expression decreased in IPF patients and bleomycin-
induced fibrotic mouse compared with controls. In vitro studies further demonstrate that the
transcript and protein expression levels of ADRB2 also decreased in TGF-B-induced IMR-90 and
MRC-5 cells compared with controls. Moreover, in both IMR-90 and MRC-5 cells, we show that
ADRB?2 inhibition attenuated TGF-B-induced expression of a-smooth muscle actin and Collagenl.
And blockage of the ADRB2 by ICI-118,551 also suppressed IMR-90 and MRC-5 cells proliferation,
prevented and reversed TGF-B-induced fibroblasts to myofibroblasts differentiation. Conversely,
epinephrine stimulation of ADRB2 in IMR-90 and MRC-5 fibroblast cell line increased the
production of pro-fibrotic markers. Subsequent mechanistic investigation revealed that the specific
inhibitor of ADRB2, I1CI-118,551, suppressed the activation of Smad 2/3 in human lung fibroblast.
Instead, epinephrine treatment enhanced Smad 2/3 activation. In addition, 2-AR inhibition
effectively inhibited the Akt phosphorylation increased by TGF-f and upregulated autophagy.
Finally, in the bleomycin-induced fibrotic mouse model, ICI-118,551 significantly attenuated the
bleomycin-induced pulmonary fibrosis, reduced bronchoalveolar lavage cell counts and inhibited
ECM synthesis and deposition.

Conclusion Taken together, these results suggest that ADRB2 is involved in lung fibroblast
differentiation and pulmonary fibrosis, and inhibition of ADRB2 expression decreased pulmonary

86



Hh AR S B - e ) S A s 2 R 2 I 5

fibrosis in bleomycin challenged mouse. Thus, targeting of ADRB2 expression might be a potential
novel therapeutic strategy for lung fibrosis.

eP0O-091
Clinical Characteristics and Prognosis of Patients With
Interstitial Pneumonia with Autoimmune Features

Ziyi Zhang. Bingpeng Guo. Mengmeng Mao. Junye Bai. Qian Han. Qun Luo
The First Affiliated Hospital of Guangzhou Medical University

Objective To describe the clinical characteristics of patients diagnosed with interstitial pneumonia
with autoimmune features (IPAF), and investigate the factors associated with the prognosis of these
patients.

Methods This was a single-center retrospective study enrolling individuals diagnosed with IPAF in
the First Affiliated Hospital of Guangzhou Medical University. Clinical data were collected and
analyzed, including demographic information, clinical characteristics, laboratory examination
results, chest HRCT, lung function, etc., and explore the prognostic factors of patients.

Results A total 106 individuals diagnosed with IPAF were included in our study from October 2015
to April 2018. The median age was 61 years old, and women (66.98%) were predominant. The
most common features in the clinical and serological domains were Raynaud’s phenomenon
(16.98%), ANA = 1:320 titre (61.32%), respectively. In the domain of morphology, non-specific
interstitial pneumonia (NSIP) was the most common HRCT pattern (52.83%) and histopathological
feature (28.26%). The most common feature in multi-compartment involvement was unexplained
intrinsic airway disease (63.21%). There were 74 (69.81%) patients were treated with
corticosteroids and/or immunosuppressive agents. During a median follow-up period of 2 years, 23
(21.70%) patients died. The COX regression analysis showed that: age = 66.5 years old, smoking
history, FVC% predicted < 58.245%, CEA = 4.985ng/mL, IgM = 1.015g/L are independent risk
factors in IPAF patients.

Conclusion IPAF was more common in middle-aged women. The most common clinical,
serological and morphological features were Raynaud’s phenomenon, ANA=1:320 titre, NSIP
pattern and unexplained internal airway disease, respectively. IPAF patients benefited from
corticosteroids and/or immunosuppressive agents and the treatment plan is the same as CTD-ILD.
The study found that elder smokers, high level of CEA, IgM, and lower FVC% predicted are
independent risk factors that affect the survival of IPAF patients.

eP0-092
8] B B 9 & H Bib 7 B i PRFAE R TS 43 4R

P LA PR AL RN LA ML s T BRI L SKiEER . RIS T R L. ARG T
1B A R 5 — BR e
2. ] HIEERER 2 MR AR B2 e (A L i M4 DX AR B e D
3. JTHIBERER

H B #85T ILD-LC S 32 (1) S8k R 2 e 1 B 3 R4k iR T 7 %8, $% ILD-LC i2ia /K.
Jri [EEs> M 2013 4 1 H & 2020 4F 12 AR MNEERFER 2 E 5 — b i2i6 BB AA B B R
67 15| ILD-LC 3 LUK R B 2781 50 41 ILD A1 50 4] LC Mg i) — R, IRIRERIL. 182
KO, EVRREY . RESR. BT TR TS PGS RE D

8 ILD-LC LLZE B 2 W, =52 LI (94.7%. 86.0%-. 80.0%) FlIFHy [
M (46.3%. 74.0%. 36.0%) NEKRFI, ILD-LCHILC EF1E4 ek (16.4%F140.0%) .
MR A (10.4%F01 10.0%) ZE5idk. #84> ILD-LC HEEFEFiFhEm s a kgt fa) 33.5 M H .
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ILD-LC ¥ CEA. CA125. CYFRA211 Al IL-6 {E¥5 .40 ILD B . BRI LIBEF (37.3%)
LR (35.8%) % M. Wil ILD-NSCLC (&5 (27 BRI 45 TH A 44067 ML £ 2540097 ) mPFS
5.8 MH, mOS 12.7 4, ¥t aittyy (3HN 4.4 A 85 MH) 5 DU TR LRI,
5% il 22 B PEABYE I S BN AT N, =0 PRFS. OS WRZER LGRS EEEITE
—EEEAREGE (44.2%) , HESRHHIE. HPUMIT S AE-ILD KAERRE (20%) .

£5i% ILD-LC IF R Tt BRI, CEA. CA125. CYFRA211 1 IL-6 Z4R#5% ILD B Tt
e JEWILD B E IR HRCT RIL, SIE T MR T £ 4eAmAe s, 45 & JFfiJE . ILD-
LC iy R FIG”, RSP gete Mgt T, 3=_eT8ANTiUE; B ILD-NSCLC &
FAEARE LB S IRy — 25 %6, AE-ILD IR RSB, A7 5.

eP0-093
I7E KL-6 R4 % M2 M AL 18 5% 18] BR 14 A fas s AR B X

EEE BRIKEE . B BBAL T RKBCR
PR YN

B 5 &R PEWUE (idiopathic inflammatory myopathy, lIM) & —h 2 Zi bk [ & S, 1a) J5i P il
i Cinterstitial lung disease,ILD) & IIM % WL HKIE. BEFCIMLTE KL-6 ZEIZH AT IM &9
ILD fIlfs PR 2 X, NS B2 T 1IM & 3F ILD $2 68t 3 %43

J7i% ME 2018-01-01-2021-01-10 BEPE4E 5 — N REEBE 30 BilHe & 1 2 PENLG 38 1 s KL-6 7K
P HEEFE ILD 19 IM 45 K53 ILD B9 UM 4111 KL-6 7K 22 57, 7041 1IM 5 3F ILD &35 KL-6 5jfffi
IhREMIAH M

g5 KL-6 M mdHH TF MR AEZRN 40.48%, 5T KL-6 1EH 41 20.00%, P=0.002; KL-6 4 &2 751
DRI M B 2 A2 %80y 47.93%, 5 T KL-6 1E % 20 35.00%,P=0.039:KL-6 M & H L xF RIKEERN
40.48%, 5T KL-6 1E%4H 16.00%,P<0.001. i KL-6 /K-F5& 3 ILD (19 1IM 82 il Dh 5 $ b (8] 47
TR 25 U O, 35 P<0.01.,

50 M35 KL-6 T RERCAHH B2 IM A IF ILD [R5 S50 = Fabs, FL % e B mT $ o B il T 8 <2 437
)= EFERE

eP0O-094

T mARiRE 1 6

R BT e
SERH T N RERFE

HE B4, 312, BN 2 A”F 2020-08-14 NP Lol o0 El .

JiE k. T37.4°C, P112 k/%y, R21Kk/%y, BP115/84mmHg, — MRS, MR -FFa, XU
N2 RS, M FEATABE L L2 6 MilE, A MJE ML 10 P, BaifER 6cm. XUIE
WIS, AR IR KRS, EEIRIEE, ORI . RO IRE. DU
B ML R AR TRk -

Y. 08-14 M HL: A4 10.20%109/L, R4 b % 85%; 08-14 CRP:62.76mg/L08-14 [
5 % J5:0.090ng/ml; G 3. GM RIEH M. 08-14 MmA1k: JREZ 486umoliL. H i = fig
6.80mmol/L. & AH[EEE:6.39mmol/L; AXIEH; 08-14 fL4upfats: ZNFZ O Pk 11.506PEIU/mL.
ZHF e Bidk 9.727PEIU/ML. ZHF £ iR 2903.9511U/mL1; 08-14 ZEA% e T 40 i ike & W &
SEH . 08-15 fiThRE: M@ A ThAE % 8-17 PPD BHE:. 08-15 flizhfe: i@ shaeiEw, 8-17 A4
Bi: LA FCREHRA 2.8 X AE ISR AR
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LR BT 8-13 MiHl CT:1. ARG AR 12 REAL M, HABBE KM RMELE, 2. X
SERIEAER; 3. BE NBORESE, BV . 8-19 Bdiihsm CT:  LANE & UNIAT ]
ZRWHL GO R VR AR (A0 e R R FTRE IR, A RS R — DA A, 2 BUIHE
RAEs AT R K ZE BTN ARG ZE R B R ANGE AT, 5 R AT AR LG XL
MR R SE R s AR RTAE SR, BIREEYT . JEEE CT PH+15E. L/ MRI T334 LB B 574
HARME: 8-17 IV ELE R AR BIFURR AT . xpert BI1E. GM iRIGBIPE. 8-17 213748 T 4 s ¥
S gh BLIRDR T R R A A MR ATV B 5 R P P DR ES A . R MR A IR I 4 e A
SFEHR R HH, R ILMIRYIM . 2020-8-25 T Oo I ANRF AT RN AT FELALME B T 48 A T iRk
CETERIAR+IEARIE S WA s Rk iERr g R Wik %

g W mTEENERBM, X2 RPNEMELEIR, FHEMRE. &%, 457,
ZEH BB AT R 70, xpert FIVEEREAANE L, S&E5ER T RNHAEY, Mgy
ICHBIIER, RS SR WML, SaRFERRER, I, BAE%, Wi b
SEATIR . A8 FYR JE e B F RN 80mg ivgtt qd, 10 KJE, XU 40mg HR 10 K, 20mg HJik 10
K, 10mg FR 10 K, JEIRES 5mg FR 20 REEZ . JaEEMEE CT 54, Mg 18T
UL, ZKZIT RO T, MR PPT, BEEINEH.

eP0O-095

ARSHEMEMELRERBRERSH

W FIHHE. WA, ROCH . RIR. A
AR AR S PR R b AR B B

H B 50 B4 i it G S R o e, 3R I RRRAE R0 Hi It R0 1 e 1 e [ PR 2R
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FHEERET T2 A (B0 (ERfImRiZ T okl MEvFHIHE 2020 4 12 A 31 H. AL SN2
2020 4 12 A 31 HEUHEECRMEME . DARHEAIREL (SIR) 38 SCA A It G 20 1 I Jgg 1 &0 X
K, K H Logistic [R5 70 A ik VPt A A It -2 0 e Firogg 1 s FE R R 2= o

8] A FBAFESAN 609 BRI R, HEBRIEA AR 2 /T IS R ) 3 10 1,
K 90 #l, KRUiH N 15.0%. 49N 500 A Hpl B E 3t AT o0 b, Hob B 177 ] (34.78%) .
B IR RN 15.91% (81/509 ), HilidE K% A 10.02% (52/509 1)) , (8] iR K
%A 1.37% (7/509 ) , FERIRE 2.41% (8/332 #) , Lotk A bl £ 40 B b & N
1.21% (4/33241]) , HLRGEEYEME &R AN 1.37% (7/509 1) , WK RGN R EN
0.39% (2/509 %) , R KHEHEN0.56% (LA77 ) , SLEFEREMEE CHURIRE) KRR
9 0.19% (1/509 f5) , MRRGUEHEME (2 KEEEE) KWFEHN 0.19% (1/509 #) , W&
RSBV CEMERBYRD) RIREN 0.19% (1/509 6] o 5 IR E 41t 5wk g & % ZAH E,
A ZH A A T 5 3 T 4 B ST R 1 R XU B 3 b v, SIR YN 13.1-1375.2. 4 Logistic [7])
3BT, WA A A A 2 S g R ST fE R R R (OR 2.21, 95%CI 1.13-4.33, P<<0.05) .
G0 AR AN EE G SRR, A AR, U, DR M AT RS Hik
ARG WIRARG SKIER. MR RGP R GG IR I R XS 2 Tk, o SIR Yu Ry
13.1-1375.2 W R Ao 4 i S0 2 e 8 P L o7 S e TR 2%
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FiE B A A AR A M DR A SR AR ok H GEO Ul e o SR HH s/ 4 WP W 4 FH e #2551
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HlEgET ) \PF BT IAE. H R #1H clusterProfiler”st i f A EAMG & AT ML I AR S
(GO)Hl gt #REE R FE K 2H B #H 2 F(KEGG)#EAT /- B A e #lAk . KA SPSS 23 (IBM SPSS)HI R ¥
(Version 4.0.3)iE 47401t 70 tr, #5rGiit 504l GraphPad Prism 9 nJ#i4k
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(HR=4.13, P<<0.01). ROC (Receiver operating characteristic) f & 7> HTilE 52 7 iZ A5 A 7E X = /M
AR R TIMNE (B R >0.7) . fF GSE93606 ¥#isEH, BEYF 1. 3. 6. 12 MHJE, K
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eP0O-099
Quantitative high-resolution computed tomography
analysis of Antisynthetase syndrome with interstitial
pneumonia

Shouchun Peng. Xueren Li
Department of Respiratory Medicine, Haihe Clinical College of Tianjin Medical University, Tianjin, China

Objective Non-specific interstitial pneumonia (NSIP) combined with organizing pneumonia (OP)
pattern has been confirmed in pathology or radiology. This study is to analyze the correlation
between high-resolution computed tomography (HRCT) quantitative indexes (QI) and pulmonary
function test parameters (PFTs), and compare differences of HRCT patterns in Antisynthetase
Syndrome with interstitial pneumonia (ASS-IP).

Methods Data of ASS-IP patients admitted to respiratory department of Ping Jin hospital from
January 2014 to December 2019 were retrospectively reviewed.

Results 21 ASS-IP patients were enrolled in this study and 3 patients were NSIP, 9 patients were
OP and 8 patients were NSIP overlap OP (NSIP/OP) pattern. (1) Volume, Weight percentages of
the extracted whole lung volume with attenuation values (V%, W %) and mean lung attenuation
(MLA) of non-aerated area is 5.69%, 16.43% and -11.76 Hounsfield unit (Hu). Total MLA of
attenuation values(MLAtotal) is -678.97 Hu.(2)FVC and MLA of poorly aerated (r=0.58,P=0.048) ,
FEV1 and MLA (r=0.79,P=0.001) of poorly aerated, FEV1/FVC (r=0.23,P=0.01) and MLA of
normally lung aerated, have linear correlation .(3) DLCO (P=0.049), volume of poorly aerated
(Vfibrosis%,P =0.03), and weight of hyper inflated (Whyper%,P=0.02) percentages, and MLAtotal
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(P=0.01) have significant statistic differences between patients with NSIP/OP or OP patterns, but
the therapy improvement time(P=0.41) had no difference.

Conclusion QI of HRCT has a good correlation with PFTs and partly reference value to
pathological classification of ASS-IP. NSIP/OP may be a common pattern in ASS-IP, fibrosis
severity of which is more severe than OP.

eP0O-100
Rare variants in MMP19 are associated with familial or
sporadic idiopathic interstitial fibrosis

Yali Fan . Chunming Zheng. Xioayun Huang. Ruimin Ma. Qiao Ye
Department of Occupational Medicine and Toxicology, Clinical Center for Interstitial Lung Diseases, Beijing
Chaoyang Hospital, Capital Medical University, Beijing 100020, China

Objective Gene variants have been identified in patients with either familial or sporadic idiopathic
interstitial fibrosis (IPF). These variants may account for the partial risk of IPF. The aim of this study
was to identify the potential new genes of familial and sporadic IPF as well.

Methods A han family in northern China included 16 members among which 4 affected IPF were
investigated. Two probands in this family were dizygotic twins with IPF. Whole-
exome sequencing (WES) was used to identify germline variants underlying disease phenotypes
in the members of this family. Candidate rare variants were further validated using Sanger
sequencing in 119 patients with sporadic IPF. Plasma proteins of the above candidate genes were
also measured in 16 family members, 119 patients with sporadic IPF and 120 age and sex matched
healthy controls using enzyme-linked immunosorbent assay.

Results In the Chinese han family, a candidate rare variant was identified in the gene encoding for
matrix metalloproteinase 19 (MMP19) that cosegregated with disease and was a nonsense
mutation (c.1222C>T) in exon 9. The ¢.1222C>T gained a premature stop coden and make
encoding sequence shorten, which may damage the protein function. The MMP19 ¢.1222C>T was
identified in all familial IPF and six offspring from generation Il and IV. Sanger sequencing
revealed 7.6% (9/119) sporadic IPF patients with three variants in the MMP19 (c.13C>T,
€.1499C>T, ¢.1316G>A). The genetic risk analysis for pulmonary fibrosis showed MMP19
€.1499C>T and ¢.1316G>A were significantly associated with increased risk of IPF (OR 3.66,
p=0.028 and OR 8.64, p<0.001). The plasma levels of MMP19 were significantly higher in patients
with both sporadic and familial IPF compared with that in healthy controls (all p<0.001).
Conclusion Variants in MMP19 may be associated with familial or sporadic IPF, which
provide a potential new clue of the pathogenesis of IPF.
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ePO-101
Small airway dysfunction in pneumoconiosis

Yali Fan . Ruimin Ma. Xugin Du. Dandan Chai. Shangli Yang. Qiao Ye
Department of Occupational Medicine and Toxicology, Clinical Center for Interstitial Lung Diseases, Beijing
Chaoyang Hospital, Capital Medical University, Beijing 100020, China

Objective Although several histological studies have documented airway inflammation and
remodelling in the small airways of dust-exposed workers, little is known regarding the prevalence
and risk factors of small airway dysfunction (SAD) in pneumoconiosis. The present study
investigated the prevalence and characteristics of spirometry-defined SAD in pneumoconiosis and
assessed the risk factors for associated with SAD.

Methods A total of 1,255 patients with pneumoconiosis were invited to participate, of whom 1,115
patients were eligible for final analysis. Spirometry was performed to assess SAD using the
following three indicators: maximal mid-expiratory flow and forced expiratory flow 50% and 75%.
SAD was defined as at least two of these three indicators being less than 65% of predicted value.
Logistic regression analyses were used to analyse the relationships between clinical variables and
SAD.

Results Overall, 66.3% of patients with pneumoconiosis had SAD, among never-smokers the
prevalence of SAD was 66.7%. The proportion of SAD did not differ among the subtypes of
pneumoconiosis. Patients with SAD had more severe airflow obstruction, air trapping, and diffusion
dysfunction. All patients with combined pneumoconiosis and chronic obstructive pulmonary
disease had SAD. Overall, aged 40 years and older, female sex, heavy smoking, body mass index
= 25.0 kg/m2 and pneumoconiosis stage Il were significantly associated with increased risk of SAD.
Conclusion Spirometry-defined SAD was highly prevalent in Chinese patients with
pneumaoconiosis, regardless of pneumoconiosis subtypes and smoking status, indicating a problem
that cannot be overlooked when monitoring the respiratory health of dust-exposed workers.

eP0O-102
Astilbin ameliorates pulmonary fibrosis via the regulatory
network of circRNA-miRNA-mRNA

Haixia Wang!. Jinjin Zhang?. Xiaodong Song?. Changjun Lv*
1. VR B 2 B Bt g 5 e
2. RN BE 2B 24 5 Bt

Objective Pulmonary fibrosis mainly involves impaired regulation of the fibroblast. Moreover,
pulmonary fibrosis currently lacks an effective therapeutic drug. Astilbin, a dihydroflavonol
rhamnoside, is significant in the treatment of immunologically related diseases. Astilbin has also

considerable anti-inflammatory and anti-oxidative properties. However, anti-pulmonary fibrosis of

astilbin remains unknown. With the development of high-throughput sequencing, circular RNAs

(circRNAs) are becoming new therapeutic drug targets. However, the changes of circRNAs under
astilbin treatment have not been reported yet. This study aims to investigate the effects of astilbin
against pulmonary fibrosis and regulatory network of circRNAs under astilbin treatment in
pulmonary fibrosis.

Methods In this study, we first confirmed cytotoxicity of astilbin in vitro using CCK-8 and identified
the anti-fibrotic function of astilbin on transforming growth factor-f1 (TGF-1) -induced cell model
and bleomycin (BLM) -induced pulmonary fibrosis mice. Then, the mRNAs expression profiles were
obtained by RNA sequencing under astilbin treated pulmonary fibrosis mice. Furthermore, we
analysed the global reprogramming of circRNAs transcriptome and a regulatory network of
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circRNAs with their targeted genes. Finally, four differentially expressed circRNAs (circRNA-662,

949, 394 and 986) were tested to validate the RNA sequencing data, and their targeted microRNAs
and genes were analysed.

Results The data firstly showed that astilbin enhanced the pulmonary function of mice and inhibited
proliferation and migration of myofibroblasts. Its treatment resulted in the reduction of pathological
score and fibrotic proteins deposition, such as a-SMA, Vimentin and collagens, according to H&E,
Masson staining and western blot in vivo and in vitro. Furthermore, a total of 145 circRNAs, were
differentially expressed in the astilbin treated group compared with the BLM-induced group group

by circRNAs profile. We analysed the host genes of differentially expressed circRNAs by using GO
and KEGG analysis. Finally, in order to analyze differentially expressed circRNAs&#39; targeted
genes, we detected and obtained 29 differentially coexpressed circRNAs. Then, we randomly
selected four circRNAs (circRNA-394, 662, 949 and 986) from 29 circRNAs and determined their
expression levels and binding sites for miRNAs to construct circRNA-miRNA-mRNA regulatory

network. A dual-luciferase reporter system and anti-AGO2 RNA immunoprecipitation (RIP) were
conducted to confirm that both circRNAs-662 and 949 are the direct targets of miR-29b-2-5p.

Among the miR-29b-2-5p targeted genes, we focused on signal transducer and activator of
transcription 3 (STAT3) and Gli2 because they are the main regulatory factors of lung fibrosis in
our previous study. A dual-luciferase reporter system was performed to confirm that STAT3 is the

direct target of miR-29b-2-5p. To sum up, the data indicated that circRNA-662 and 949 can act as

“miR-29b-2-5p sponges” targeting Gli2 and STAT3 to exert their functions.

Conclusion In the present study, we investigated the effect of astilbin on TGF-B1/BLM-induced
lung fibrosis in vivo and in vitro. We first identified the profiles of differentially expressed mRNAs
and 145 differentially expressed circRNAs. Further, we analyzed and established the circRNA-
MiRNA-mRNA regulatory network under the astilbin treatment of pulmonary fibrosis. We found that
astilbin ameliorates pulmonary fibrosis via the sophisticated regulatory network established by
various types of circRNAs and their protein-coding genes. We hope by characterizing the

interactions among MRNAs, miRNAs and circRNAs can enhance our understanding of disease
pathogenesis and drug action, and create new theories for the pathogenesis and treatment drug of
pulmonary fibrosis. We believe that targeting multiple genes is a promising the future direction of
the disease treatment.
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eP0O-104
Study on the red blood cell distribution width in connective
tissue disease associated with interstitial lung disease

Chuanmei Liu
Yi Ji Shan Hospital of Wannan Medical College

Objective Connective tissue disease (CTD) associated with interstitial lung disease (ILD) affects
the lungs and can lead to considerable morbidity and shortened survival. Red blood cell distribution
width (RDW) is a readily available parameter that is routinely reported with complete blood cell
count (CBC) .This study aimed to investigate the predictive value of RDW in CTD-ILD.

Methods A retrospective analysis was performed on 180 patients with CTD-ILD and 202 patients
with CTD but without ILD between April 2016 and December 2018. Baseline demographics,
laboratory results, imaging examinations, and results of ultrasound scans were analysed.

Results In comparison with patients without ILD, patients with CTD-ILD displayed a larger
RDW(14.65 + 2.08 vs. 14.17 + 1.63, P = 0.002), and RDW shared positive relationships with
pulmonary artery systolic pressure

(r = 0.349; P < 0.001), length of hospital confinement (r = 0.172; P =0.022), and hospitalisation
expenses (r = 0.158; P = 0.037).Multivariate logistic regression analysis showed that RDW (odds
ratio (OR): 1.232, 95% confidence interval (Cl): 1.053-1.422,P =0.009), IgG (OR: 1.103, 95% CI:
1.051-1.159, P < 0.001), and age (OR: 1.032, 95% CI: 1.010-1.054, P =0.004) are independent
predictors of CTD-ILD risk. -e optimal cut-off value of RDW for predicting CTD-ILD was 14.85%,
with a sensitivity and a specificity value of 41.2% and 75.2%, respectively.

Conclusion RDW was significantly increased in patients with CTD-ILD under various CTD
backgrounds and may be a promising biomarker that may help physicians predict CTD-ILD risk.
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ePO-107
D-dimer-to-platelet ratio as a novel marker of in-hospital
adverse outcomes among patients with acute pulmonary
embolism: A single-center retrospective study

Xincheng Li'. Yaowu Hel. Yu Shang?. YiYang!. Menghan Wang'. Yupeng Li'. Xue Wang'. Junwei
Wang'. Hong Chen?
1. The second affiliated hospital of Harbin medical university
2. BRI — R

Objective Acute pulmonary embolism (APE) is a common clinical emergency with serious
consequences for patients. Therefore, accurate risk stratification and timely treatment strategies
are the cornerstones of clinical management in patients with APE. In recent years, a variety of
prognostic biomarkers have been shown to be prognostic indicators of APE. However, the results
of these studies are contradictory. This retrospective study aimed to evaluate the value of D-dimer
levels to platelet count ratio (DPR) in predicting the in-hospital prognosis of patients with acute
pulmonary embolism.

Methods Patients with APE in respiratory and critical care units between January 2016 and August
2020 were screened. The basic clinical data of the patients, the blood routine, and coagulation tests
were collected within 12 hours after admission, and the results of lower extremity vascular color
ultrasound and CT pulmonary angiography were also collected. sSPESI score was calculated for
each patient. The associations between the DPR and other predictors and serious adverse events
were analyzed with univariate and multivariate analyses.

Results A total of 134 (56.5%) patients were categorized into the low DPR group (DPR <4.55) and
103 (43.5%) in the high DPR group (DPR 24.55) according to the cut-off value of for the DPR of
4.55 with a sensitivity of receiver operating characteristic curve (ROC) 87.5% and a specificity of
62.0%, respectively. During the hospitalization, a total of 24 patients (10.1%) had serious adverse
events (SAEs). DPR was closely related to hospitalized serious adverse events. DPR levels on
addition were positively correlated with NT-pro BNP (r=0.331, p<0.001), cTnl levels (r=0.187,
p=0.023) and central thrombus (r=0.215, p=0.001). The model that included DPR revealed a
significant improvement in the accuracy of the predictive value compared with the sPESI score
alone (AUC: 0.721[95% CI: 0.636-0.807]; P <0.001 vs AUC: 0.607 [95% CI: 0.496-0.718]; P=0.085;
respectively.) Multivariate analysis showed that DPR (P=0.001) and the central pulmonary embolus
position (P=0.011) were independent factors of SAEs of APE inpatients. The in-hospital SAEs rate
was significantly higher in the high DPR group compared with the low DPR group.

Conclusion Our findings showed that DPR is seemed to be a novel marker of risk stratification in
patients with APE. DPR, as a clinically simple, fast and easily accessible biomarker, may be used
to identify these patients at higher risk for clinical adverse events, and individualization of
therapeutic interventions to reduce DPR should be timely considered.
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ePO-111
Krebs Von den Lungen-6 as a predictive indicator for the
risk of secondary pulmonary fibrosis and its reversibility in
COVID-19 patients

Mingshan Xuel. Teng Zhang?. Yifeng Zeng!. Baoging Sun?!
1. The First Affilated Hospital of Guangzhou Medical University Guangzhou Institute of Respiratory Health
2. TR

Objective Dysregulated immune response and abnormal repairment could cause secondary
pulmonary fibrosis ofvarying severity in COVID-19, especially for the elders. The Krebs Von den
Lungen-6 (KL-6) as a sensitivemarker reflects the degree of fibrosis and this study will focus on
analyzing the evaluative efficacy andpredictive role of KL-6 in COVID-19 secondary pulmonary
fibrosis.

Methods The study lasted more than three months and included total 289 COVID-19 patients who
were divided into moderate (n=226) and severe groups (n=63) according to the severity of illness.
Clinical information such as inflammation indicators, radiological results and lung function tests
were collected. The time points of nucleic acid test were also recorded. Furthermore, based on
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Chest radiology detection, it was identified that 80 (27.7%) patients developed reversible pulmonary
fibrosis and 34 (11.8%) patients developed irreversible pulmonary fibrosis.

Results Receiver operating characteristic (ROC) curve analysis shows that KL-6 could diagnose
the severity of COVID-19 (AUC=0.862) and predict the occurrence of pulmonary fibrosis (AUC =
0.741) and irreversible pulmonary fibrosis (AUC=0.872). Importantly, the cross-correlation analysis
demonstrates that KL-6 rises earlier than the development of lung radiology fibrosis, thus also
illuminating the predictive function of KL-6. We set specific values (505U/mL and 674U/mL) for KL-
6 in order to assess the risk of pulmonary fibrosis after SARS-CoV-2 infection. The survival curves
for days in hospital show that the higher the KL-6 levels, the longer the hospital stay (P<0.0001).
Conclusion In conclusion, KL-6 could be used as an important predictor to evaluate the secondary
pulmonary fibrosis degree for COVID-19.
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g5 7R Rl AT AL B3 )\ BB B ) RUOR 2 35 T e R S T Th R ANl Th e, BT S T H L AR VS
RSB S EAAHET R

ePO-113
RS i B4 B 5 B B 72 F B B e — 51

Wrile i 0. £U5%R. Bk, HIEE. B%T
P R 2 P 2 e Y s s R B e

HE T —OIREZ G R RN A Bkt %, J5 H BALF 555 NGS 112 1 HB IA7- 5 fifi 28,
PemmRERITN — 2 FHAR, iR,

ik AL, 66 %, MW —E, INE—H AR, ABEEARTGHMEMRIE, AB 2 K
CT: XUMTRIEBVERUINGE T8, & A IR s, DX EMiAi T, “SSE AR, B
BET WA, (EARE AR =S R T B 7, AT SR BB IEA AR iS W . (HEH A
BEJG 5 = RAERFSRINE, RIAFEAMG IR, AR, Il 1 Ay, EEME CT /R
WUBRUNE TR R 2, FEH I R IRISVEEE JE RS . 5 18 B3 7R 00 2 SR PR 5 fe i 1 e g e
BEAHBR S Bt 2 2 W, SLED T REATSCRE B, RO R AR, A5 B
R B, A% 17145, NZR BJEZHIE 5 &Y, FHI%L 1293, 5 4k M 45 iR HRpERkEN
BB, 1gA. 19G. IgM. IgE ¥ FIRAE 1/10 A4, W2 W ilif 7 i i, i 7 40 128 G
e BTN RAERRE N SMZ+RIAZHEHNRIREMESIRIT G, EEWIEEME, WREREAIE,

4
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RN, 2 AR EEME CT 290U BRI, HI LR SR, 6 J8)n MR &k
CT R BB DRI, (HERIRFEATRIE 2, 25 18 B N4 5 i 28 W e o

GER TR R 2 WT e ke A, B R 2 SIS R AR, PIEAERE Y LA
FRIRHABLEE T dE S e BEE RO I 2 . AR 2 B AL Ao B S5t — 2 S 2

G5 ARIXABIRISIRIE, Ay FLHE S PR IR Il ol fils £ 5 B i 8 AL BOE il 28 B2 I L 200042 K
V-, R A SR S SR IS B R AR AR SR R, R R B i 2 B AR

ePO-114

RETE CT It 404E P XM iE) BT o I ERZ B RO E

VSN SRR S N S N U
VUK 2 4R B e

B WS35 CT (HRCT) J24igrH VA CYER T (CTD-ILD) 52455 PPAh 1) H 2
. A, HRCT Xf ILD M EWALRE AR . Bl CT NG e & i TR, O
WESETESZ B VP A R RME, Har e e i 7. AR B IER RS CT
£ CTD-ILD H* (il R N F I E -

F¥E AW ORI F s, IR 2P R [ 112 #i12 CTD-ILD &4, ks LD &R
JFulE (TED Ml FVC X EE AT EIEE 59, N RE (JRRE CTD-ILD) MEE ()74
CTD-ILD) . NZLEFH5ERAEIE CT &M, KA ADWA.7 J5AbFE T/EubabFE G, SREH%EH 54
IR R ) B B R Re i AR bR, B ARUR TR (Zeff) . HAERE CT fH (MCTN) . Jif
B A E 2 JE CTD-ILD HFREE & B4 in ik, B0 irhtil e E48in 5 TELL hThaEss
AN, K HAE CTD-ILD ™ 5 & 12 Wi Rk fg .

GER LU\ 53 4 CTD-ILD i, HAmmEAL 3041, |25 234, S5RRA CTD-ILD B& AL,
]2 R CTD-ILD % BAE =K CTN (-727.14457.92HU vs -799.64+40.69HU, p<0.01) . F &
Zeff ( 3.09+0.65 vs 2.27+0.43 , p<0.01 ) F1 fifi 7% # (1) ¥ /> ( 2446.76+£1013.43cm3 vs
3695.61+1120.47cm3, p<0.01) . Ak E EIEIr 5 FVC%H & & A % (r=0.413~0.721,
p<0.01) , 5 DLCO%&H FE#H% (|r]=0.481~0.720, p<0.01) . #&fifi zeff 5 TEI &A%
(r=0.722, p<0.01) , %fifi CTN 5 TEI mEAMHX (r=0.750, p<0.01) . fifiti. 45 N, Hff
(1) Zeff #1 CTN fEX 43/ 2% CTD-ILD BEAH &M ROC ik Ml (AUC) (0.851~0.888,
p<0.05) , LIA5Hfili CTN RIAeAE, #isS{E-805.5HU, Fr5HE 87%, RMUHE 76.6%.

2590 BB CT il F T e BIPAG S 4 A SUR A PR ME 9% (CTD-ILD) f“EF2RE, HIRER CTN
FEX YT 28 CTD-ILD R I et

ePO-115
B SERLFIERI IR RRE A E A
Lﬁﬁ%i@ﬁ

BB AR 28 S A B A VR T R 6T SR 18 A i 259 AR 2 I (K0 A R B e 4t

JriE BBES T EdE T RIE R 2019 4F 4 H & 2021 4F 2 AAT4& S BRI R ) 53, B

BOERRE S RS RN G5, FHFOMHERAR KRB, Pt — B VPl 7 v A s A2 4

P

8] 2019 4F 4 A% 2021 F 2 A3L 77 4], LBRIREME fE A 3L 58 1, HAr g1 5 6 (SR

CWirraE 46D , i 46 (350D , Mg 6 41 (261 , it 6 %1 (6 4] , EAA3 H
(3% , PAPT | (541> , COP6 %I (541) , JHAhE FitEMp: 2141 (194)) , B PLCH2
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%1, LIP1, DIP1#%l, IPAF3 i, NSIP5 |, CTDILD2 5], K576, AR/RM: ARk
+ 20ml: 3, 10-15ml: 5%, 4 50 L M/ 5ml, AREHHI 2 6], <K 4 5],

SE 28 SRR B VA R I T AR K R 92 e i S 9 A I L R [R] 5 M i 98 12 W L AR I HE A R
(81.03%) , ZAVELF. (EXHERGLANEE AL FIS BrifEm 25 %

ePO-116
B H P E X KA E R S e i 2 5 —

WIsRIE. WigR. SRE. Bl MR
(RS S Ep N (VR

HE GPA fEREMRDN, HIRKERINER, WTRAkESGZNEE, AERZIERFIERLER,
BLRIIRIC AR R, B k2. —BORUL, WEH I GPA MUK, A L IPIRIERER
FRTEAEAR B HEAEAR B ANCA FRPESUAKEZ I, (B S ARDRGIEEAR D o AT PR S A B 5 4= v
ST fiff GPA FIrA IR RBIAAR A 0As, JEHLEARAR Tk N i At R GEAEAR, 4 R TC
RO LR B RS, X BEBAFRI I 1) e B2 ik (RN 32647 ANCA Al 7 ZE 2 ANCA JEA 245
FIRIT PRI, > GPA BAA WAL T IR F 1, ANCA HARBITERIE, DRt Ein ik
AR, BN, w2, EEETE.

TIE RG], S

SR AW EFIEFE LN, FEZW RN, ABEET 1 HEX 20 RAERA MNP E R B
PRI BERVIVAORIE, JEMBUH, BRI, R, Wi, ey
PR A, HILRAEATYET &, A CT $Ron Mtk ok FeALtR, RBUVUUIN 2 K 45755 . i
NARR . BE TR R, AR REIIESR . WINIES, %5 1/K& ANCA L, Jofs 2k
AUEB T IR K 1 IR B RITEA USRNSSR BTt R iRV
R LI T e mNGS [fdz, R S B 5 et o K R PEHLAL I i % S5 AR BOw
T A2 GRS I T T 58, B s /). B SRMPURIGRTT, MERTESAT, i
SRR R R e, JF HICH] R I B B R W 1 R B, ISR BATT AN AN i 2 AR e R
TR G BRI EE 7 IRE IS ANCA SEf5hR, RIL T FRFSUM AT 1B & ANCA 1 PR3 IR,
B BH IR D W P BRI 7, MR EZ IR B2 R, 2Kk thoR 15
FURSENE P ZF BN 2 R AR, (HEG & EIRSIRIRE, WRIZHT GPA WAL, mALMEM
MBEIERZIGTT Ja R R B .

S50 XRAEITREA R0, 1 S N R S AR, WA AR R G E
FORH Sk e @ 2, B EHEE GPA AT, EIN R R E E A ANCA A .
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ePO-117

BREEE IPAF —BIREE S

HRFAZE L eI, SKifAE. SKAE. FEZ
Pl KW NS

HE AR IPAF BOUD I, A0 — 15 AR IPAF BEATHRIE, 456 CIRE >,
TR HAH KA

TPk R >R CT (HRCT) ( WliZheg. ~EHAE, MEMERR (BALF) 7238it4. I
5 S PURESERE, S5EMAMOIRAEIR, ARIE, A STk AT

GRS MRImARRI KA aR KRR SIRE 2], I A R S e SR e vl 48 R 2T 44k,
A RE 5 it TOZ E R 4 AR = /N AR, 3 B R TS PE R W b AT 5% . IPAF 28]
RIEIELTAEAL o

G ORI R E R RS IPAF UK.

eP0O-118
L pE SRR A —ET VOS viewer X EKITES T

o

EIEH . E3EHL
AR AR S PR R b TR B B

B 04 C k3R 2 il 55 IR R AH 26 Hh 70 SCSCHR 19 93 A5 5 B ], W 90 LA AE R AR A, B AE N TT
2R it A DB R TL T S IGIRVA T PR R R 5 T .

e N 36 [ [ 5 S B SCEREE A R 48 PubMed . 3 E BL2E 5] & 5] (Web of

Science) . HEAMIESCEIRS R4 (SinoMed) . T EITI4CHEEE (CNKD R Bl

JEREAT SCRREG R, 4 SCHRES FESIE Note Express M SCikit =0 Hr 4 VOS viewer 1. 6. 10 X} 3¢

BRIEATGE 5T

GRS OCER P O T AT SR R AU 413 TS 938 B, A ARTE 20 ZAEFEBHIX, L

MR LT 1962 4F, HAEERRCIEERZ, TEAMAESE 6. HCsCuk T AR S5 E A

KHFFIE 601 o, 50 REWF TN K FA KR, KELTEHRZ PPN EF EERRY, HkE

MK, CHRECR LT 1976 4F. SCBERI LB BT 7 [l Y A0 SCRR 6T 2 il 5 W R A S R R

#E BumtE. XBZFEZE . HThEE. DNA i & Fi i

a3 [E 7E A il 55 WRCR AR S 7T AR AT AT AL, ] P At 2 il W O PRI 7 R R A il 5 AR A

KIENV B FE . SuErE. KRR R, Mzhias. DNA S HLE A .

ePO-119

WO ZE E M 376 5 1B JR 1 i A8 O TR VAN S TR B Y38 31

G BOR. BIC. KA ROR. X B 7. e
VU 22 A2 T K 2 5 M R B

H B 83 MR EEE 4799 b5 (Respiratory Intensive Care Unit, RICU) ] J5i 14 s 8 (6 e Ay
M WREESR, i RS TR IR R, RS TR

Jrigs [ BT 2018 4F 1 H % 2020 4F 5 H V52388 K 2% 55 B I 2= B PR L B 49 A Bt
[ Ta) R PE AT (o 94 i, JRl AR R B N BB T/ NTE A R ALMI TG R4, b b 3Ll
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REERE, #3E—47 logistic [A1)H, AR, KA Hosmer-Lemeshow 80448 FE 4656 Al 52 18 TAE
FAEMZ (ROC #hZ) WAL FEAT VT Al o

SEER EF S A], RICU A a] s MR 3 R T- 3N 25.5% (n=24) , RATIE R AE. X EH%
4T Fisher KEmafGI:. BRAKIG MG AL, TUG RIFS TG A RARBAEES. CAT 7,
MMRC 1¥7), 2077730 MiteZE. SUEEAYMH. o b e sh bk o s 2. A amE.
N5 IS I 7 L it SR 1) 22 5 VB it L (P<0.05) , LA BRI AT ae 5 FilE AH K
b5 2257 Logistic M AR5 AY, I CAT ¥F4r. (R HINC, RIS IERR 2R AL N B i = 40 it
B AR ME R AT B, R WA, TR SR EER RABIME, H ROC
28 FHIAUA 0.9554 (95%n[ {5 X []=0.9118-0.9990) , Hosmer-Lemeshow L& L p fE
0.9644, BIME RAT.

SE0 T ULRORY,  TTLIOGER] TR IS I N RICU RS AT FHPPAS, AR BUER S PRIR
SCHEL AR, MM SEETIUS .

eP0O-120

At fE B3 A9 Bb 28 & Bl HRCT FBHThRER N

ESTIENE <%
LM A RER
2. I MEER K

BHE BRI R Prergi e el , TR R MR 4EA iR TT s 125 HURY il il 41 446 i F S A LT
KB MEEJEmmxT AN It £F 4t 2 & BAARIT1ER, MR WAkl . AR HRCT M Re T
itk =l JE R o S il ()96 T VR

FiE RIEFRE 70-2015 FREPNPEZRIHE 2 WiksiE, 50 6 2 BARY i diss, R BENLE 7RG 5T
X s (ARG 74D FIXRRAL (HEmtAR@RRA T4 , % 25 fil. {EedR AR
Jeli+EEataTT, XS TGS Hh, mtIREldsE: 300~400mg/ik, Fk, —H 3 &;
P EERIR YT 77 AR 2R A+ SRR E IR R +E/KE (BN OMREIRD o 2 HEE R, BT
6 I H 5 3 s T — i HRCT Fb D setar il .

281 1% H QL wih. 256 it 6 A~ HMAEEEEYT (0.9~1.2g/d) , HRCT /REEBLHIF 5>
HEIRIT I (11.0544.16/14.50+5.24, t=3.01,p=0.04) . XFIEL (I #Whti. 25 ) TS,
BRI H SR T AT L E B & Z 5% (15.5044.95/15.05+5.15,t=-0.31,p=0.75)

2. RIEMA 6 NMAMAEREAIT (0.9~1.2g/d) , HRCT /RN HMESHITRI LR & ER
(220.50+21.54/226.49+18.36, t=1.14,p=0.26) . XA /NHE S ESHITHHLELE & 2R
(223.50+17.85/227.50+20.25,t=0.73,p=0.42) .

SHHBHEMAMASMHEESHEITHILEF E R (31.4944.94/32.85+6.24 , t=0.80,p=0.42 ;
32.07+5.93/30.5+5.56,t=-0.96,p=0.34) .

4. RwHALd 6 MPHMAERE G, MIhEE: @FVC BWBITM Ml E, E5H R EMH
( 2.97+0.70/2.76+0.65 , t=-2.42,p=0.02) ; @ MEF50 # A J7 #f k¥, % 7 f & & 1

( 2.9440.63/2.03+0.35, t=-6.42,p=0.00) ; ®DLCO WK IT AT ¥, Z A & F I
(77.86+6.50/67.5+7.22, t=-4.8,p=0.00) . XMLI7FE/E, MMNIBIRIARNTLTEEZS (p WK
F0.05) .

5. RIGHZT 6 MHMAERENSGYY, FEV1. FEVI/FVC. RV. RVITLC BEIrai Lk, 7L
WEME (pEHKT 0.05) . AL 6 > HEAEGYY, FEV1, FEV1I/FVC. RV. RV/TLC 574
JTHIGIGE, ZRICRENE (p{EHKT 0.05) .

58 1.6 /N H LR R BHYG T T SCE Ry il B il HRCT B3RP

2.tAE R BRIGTT 6 N H, AIECERY G R FIESIIRE (FVC. MEF50) , 1] Bt il 2 38 il v s oh g
(DLCO) .
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ePO-121

R B 8 ST 4 0 A E 3 Bl STk >

G

P B SE R 2 e Y I stk R e

B B $5 0] Bl s i Sy 27 4 4 i (pleuroparenehymal fibroelastosis, PPFE) Il ARAFAE . 30
A AR B AR, ISR KT .

FiE AT 3 1 B2 W PPFE B3 IOImPR TR, I DL R LAt g £ 4k 36 A R R S b ia]
TEJI 78R . FR E AW LK Pubmed %4 P2 G 2R A DG SCHR, ik PPFE A2 I0SCHR, /BT LIl
s i 2 E

LR 3BEE 2B LA, WK RO G 3 E S0, 2 BIE5F | BUEaE, B CT
FRII AT DR, AR LA B A, o 1 5 ET OUS AARARAR AN, B BE R SE AR R A AR L
PEREY K 1 BIn W R, SR B S I N AL R I 1 B LRSS, PR
IR LBE R SEAR R K BE B FR RS, n] ARG S SN IR I s R 1 AR R EE S,
B LR L Bl Mm% R B EERRITSRAME, BTG5 P s 1 4
S R IR IS AT CT 513 il flmAeh, ZEE 5 HIR kWA, BEEs: 164
HE B RIE, TIMR I S EAS . SRR BB ISR 55, YWANERS, Rk
RIS S . SBPEIRE . B B B MR A R A IR A A% L A R R T A A A

GEW 28 IR A5 2 2R IO i i JBEAS D 384 S, R S AR R AR A R SR YK R
i/, 7RSS Wi 75 5 R3] PPFE W Rg, RIRSEHEMELHSE. %05 KERE AR MEE
WS, RIS R, B BRI R R At S B M AT AU 2, TR AME.

ePO-122

R MM AEN T EREMNTRHEXERSH

TS BN

(5% RSB Jem it i A ok = o

HE W7CiiE LN, IVC. POINP. HA & &5 IPF ™5 RE R 5 1S A <

JriE B N2 2008 4F 1 H % 2010 4F 1 F BAEWCR FRFE R 323 4 IPF &5, StEmEY 65
i, Faxg2H 258 M, fiFERT HEZH N ZH I e dg R AR A 1Y) 100 IR N o ARSI 72 AN 2H 2015 4 6 H
% 2016 4 6 H HIRYIAIRBE 102 fi] IPF B . WEENALR) IPF 835 KA HEnT BZH I SR 28 Wk
MiF LN, IVC. POINP. HA & &, Jdi T =4lm b4, XF LN, IVC. PIINP. HA 5 FVC % pred.
DLCO % pred. il HRCT 1145 PaOz 73 Al AT A A, AR [H 0 At h 5 LN
IVC. PIOINP. HA T IPF &3 34EALT K IME, SRAEA a1 §T 73 it 5 2 A4 S80S 1l
IPF &3 30T AR B, BT A, e 5T e PR e 50 0E T 2 KR 1% . K Cox [A]
VA3 Mr 22 R AE AR AT B2, R0 SIS LN IVC. PIINP. HA Tl IPF #2355 4501 XU
(1) ROC iiZk Cut-off (H#T 4, ZilEfrthek, #HArde i,

8 IPF 41 LN, IVC. PIINP. HA & EE & T{#FEN A, AE-IPF 4l ESR. hs-CRP. HRCT
PFsr. LNL IVC. PIINP. HA BE & T IPF FaE4l, AE-IPF 41 SaO2. PaO,. 1 F4EAFH, 3 4F
R, SEAFREET IPF gL, IPF4 LN, IVC. PIINP. HA 5 PaO,. filiZhiE FVC %
pred. DLCO %pred £ 7415%, IPF 4L LN. IVC. PIINP. HA 5fi# HRCT ¥/ £1EM%, IPF

5 4EFET-4 ESR. hs-CRP. fifizhfikE &, LN, IVC. PIINP. HA 25T 5 4F47E4, IPF
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5 T4 PaO, B EMLT 5 /A&, hs-CRP. PaO,. LN. IVC. POINP. HA 5 IPF ] 5 4£4E
TR E A G, f4E LNL IVC. PIINP. HA [ ROC ik Cut-off {8 732083 8] 5 FFAEF R A B
EES, IPF 3 FAETIAHER . ESR. hs-CRP. ilizhfikm ELL#l. LN, IVC. PONP. HA &.3&
T 3 FEAAELL, IPF 3 FAET 41 PaO, BEKT 3 FAAI4, HINEK Logistic [HJH5HT KBRS
ESR. filizhk& /&, hs-CRP. PaOz. LN. IVC. PIINP. HA Tl IPF #¥ 3 FERI5ET- KK,

% A& Logistic VA3 HHE7~ LN. IVC. POINP. HA 27l IPF #3553 FE5ET KUK DY AN A7 1)
MK R, MWETAN, ATIEHET IR IZ A RN 81.6%, g N 77.3%, BHMET
MAE A 76.9%, BAMETNME S 82%, ZWifFA %N 79.4%.

£ IPF B M35 LN, IVC. PIINP. HA &AM L IPF = EHFEE, [fjE LN, IVC. P

MNP, HA & ERE AT IPF EH KPR, REUSTIIN IPF 5% 3 SRR A5,

eP0O-123
Matrix Metalloproteinase-19 Mediates Pulmonary Fibrosis
by Endothelial-to-Mesenchymal Transition

Weiming Zhao. Juntang Yang. Xinyu Chen. Xiaoshu Guo. Kai Xu. Guoying Yu
College of Life Science, Henan Normal University

Objective Idiopathic pulmonary fibrosis (IPF) is a devastating lung disease with unknown etiology.
MMP19 was found significantly up-regulated in IPF lung tissues, and promoted epithelial-
mesenchymal transition (EMT) in vitro. However, its role in vascular injury and repair and
endothelial-to-mesenchymal transition (E(nd)MT) remains elusive. To determine role of MMP19 in
E(nd)MT and its contribution to pulmonary fibrosis.

Methods MMP19 expression in endothelial cells and IPF patients and bleomycin-induced fibrotic
mouse lung tissues were determined with western blot, immunohistochemical (IHC) and confocal
analysis. The role of MMP19 in E(nd)MT and permeability were studied in the MMP19-transfection
in Human Pulmonary Microvascular Endothelial Cells (HPMECs) and MMP19 adeno associated
virus (MMP19-AAV) infection in vivo. In addition, MMP19 regulation of pulmonary fibrosis was
studied with bleomycin-induced pulmonary fibrosis model. Furthermore, the interaction of ET1,
SDF1 and MMP19 were assessed by co-immunoprecipitation (co-IP) and confocal analysis.
Results We found that MMP19 expression was significantly increased in both IPF and bleomycin-
induced mouse lung tissues compared with those of normal lung tissues. In vitro, we found that
MMP19 promoted E(nd)MT, migration and permeability of HPMECs. In vivo, overexpression of
MMP19 in lung promoted E(nd)MT of endothelial cells and vascular permeability and led to the
more of macrophages infiltrating into bronchoalveolar lavage (BAL). MMP19-AAV-injected mice
showed a significant decrease in body weight, increase in the deposition of Evans Blue in lung,
lung dry weight and fibrotic response to bleomycin compared with corresponding controls. SDF1
and ET1 were physically associated with MMP19 in HPMECs, and colocalized with MMP19 in
endothelial cells in lung tissues, and up-regulated in endothelial cells of MMP19-AAV-injected mice
and IPF lung tissues.

Conclusion In conclusion, up-regulation of MMP19 in endothelial cells induced by lung injury
promoted E(nd)MT and the development of fibrosis through the induction of ET1 and SDF1.
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ePO-124

8] BE i B i B A I R 5 i & i 1R L 4

X
Pl KW NS

H Bl AR 2 V6 I 25 P 2R B It 0 0 B0 27 BB I B PG il #2 #E 2% 2 (International
Society for Heart and Lung transplant Registry) % F8, H 2010 FELK, WAMIEZE K 14
F 5 FAALEZ 55 9 85% 1 59%. X T~ AR W) T M i i3, IR AR VR TT I ME— M2
Frik SR, IASAE R A A AR AR I AT SR T8 5 T A SCAR AR B R A o 18 12k (5] o e A4 J A A 1)
fhS (CLAD) FiFEMASE 5 44 50%(152# LI —Fam, RKMAENEERS, (Hk
A ER I R AR H AT R BB T RN W N SR TR A2 9 (1LD) AR 3 v Mg 1 R s R v,
REM AR A M4 Ak & i i HoE & 2

SR (RS IEA 5 A R R RSERG 2, R 28 TR e, RS AR R B B R A AR SR 2 T U R
MR, RJGm B LR . bR iC T m . A 4e (b REfE . bl RE 2 s K
i P e fE R 2R

GEW ST TR 0 P it s At R A R R, AT U RS A B e A R B AR TR AR AR, B B AT OSSR
B, ATh R B 2 I PR s g — Pk sk

ePO-125
LEFEHEREMAK VV-ECMO HEI e R AtFS1E 1 51

X
SN N EE BT

B FE AN S F FER NG 2 73, MR ARZARMIAR M B BT — TR WelER: 5
P, 42 %, R REMRAE 10+4E, IEAERHR 3 RO, AR E G 105, 2B #EAEH R,
BB THURA. QIR BIE R R %, AAREBT R 50, AUEIEE A QMR
P Bl <R 7 e i AR AT A 70,

Jitk % T VV-ECMO Bt ainyr, (HEHFHER LMK, ECMO fHLMER R, ATREMEML,
HR ARt 5t — AT R A2 AR T

GER BTN R IE R, S — U i I B2 5000ml, EAT A RAFE AR . IR AT 2
HEE B ECMO, 3 HikkUEME. HAIARE 24, —MRiEoin], e EaTd.

G590 ZORMIANN B A PR e R D™ PR SR, I ECMO B T Al RS A AR SR
A fr KIME—JNE, ECMO Hih)a 2 BB DR 7 . A IFAOE, FASERER, Mfm. H4
fif 2B RGP L, oz B B AE ECMO SZRF 5 HEATIMASAE AR KU A s, AP i i k. X
TARMERMESE, HRrERvr, REATMBETANE.
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ePO-126
Circular RNA-hsa circRNA 102348 protects target TAZ in
idiopathic pulmonary fibrosis by adsorbing miR-630

Ke Shen!, Jinjin Zhang!. Changjun Lv2, Xiaodong Song?
1. Binzhou Medical University Hospital
2. VR = 2 B R I e

Objective Idiopathic pulmonary fibrosis (IPF) is a typical senile disease, usually with a poor
prognosis and no effective treatment. It is characterized by clinical radiology and pathophysiology
models, and usually has a poor prognosis and no effective treatment drugs. Through a new
perspective to explore the pathogenesis of IPF, the discovery of new non-invasive biological
markers and gene drug treatment targets with early diagnostic value is an important research area
of respiratory diseases, which has important social and economic value. The purpose of this paper
is to clarify the mechanism by which hsa_circRNA_102348 protects the target gene TAZ in
idiopathic pulmonary fibrosis by adsorbing miR-630, and to reveal the way of transmission of
genetic information mediated by non-coding genes and the regulatory model of circRNA-protein
complexes provides targets for gene therapy and drug design of IPF.

Methods The tranRNAs differentially expressed in the blood of IPF patients and normal humans
were screened by full transcriptome sequencing technology. Using Sanger sequencing to
determine the circularization site of hsa_circRNA_102348. Design interference fragments and
construct overexpression vectors based on full-length sequences. TGF-B1-induced differentiation
of human fibroblast cell line MRC-5 into lung fibrosis cell model; sSiRNA and overexpression vectors
were used to knock down and increase hsa_circRNA_102348, respectively. Using Western Blot
and Real-Time Cell Analysis System (RTCA) to detect changes in myofibroblast activation and
function-related indicators under the intervention of hsa_circRNA_102348; Using RNA-FISH to
detect the intracellular localization of hsa circRNA 102348 and determine the cell&#39;s
regulatory pattern; Ago RIP and dual luciferase reporter gene experiments were used to further
determine their binding relationship; The effect of miR-630 on activation, proliferation, migration,
and collagen secretion of myofibroblasts was measured by Gain/Loss of function. Predict and verify
the targeting relationship between miR-630 and TAZ through mass spectrometry analysis,
database analysis, and double luciferase reporter gene experiments; Rescue experiments verified
the protective effect of hsa_circRNA_ 102348 on TAZ by miR-630 adsorption.

Results 1. The characteristics of hsa_circRNA_102348 and its expression in IPFThe up-regulated
expression of circRNA in the blood of IPF patients and normal people was screened by whole
transcriptome sequencing technology. Sanger sequencing confirmed that hsa_circRNA 102348 is
located on exons 7-16 of the ELP2 gene. The 5&#39;splice site at the end of exon 16 and the
3&#39;splice site at the beginning of exon 7 are circularized. The length is 1100 nt in length. qRT-
PCR technology detects the expression level of hsa_circRNA_102348 in peripheral blood samples
of IPF patients and MRC-5 cells stimulated by TGF-B1. Compared with the normal group, the levels
of hsa_circRNA_102348 were significantly up-regulated.

2. Anti-pulmonary fibrosis effect of hsa_circRNA_102348

The XxCELLigence RTCA DPlus instrument monitored that Knockdown hsa circRNA 102348
inhibited the proliferation and migrationand of MRC-5 cells but overexpressing
hsa_circRNA_102348 promoted compared with TGF-B1 group. The images of wound healing
assay by IncuCyte S3 instrument confirmed these results. Western blot showed that the fibrotic
proteins containing a-SMA, vimentin, collagen | and Il decreased by hsa circRNA 1023488
knockdown and increased by hsa_circRNA_102348 overexpression.

3. hsa_circRNA_102348 serves as a sponge of miR-630-5p

RNA FISH showed that hsa_circRNA 102348 was mainly located in the cytoplasm. Through
TargetScan, MiRanda, miRBase database network screening, dual luciferase report, it is found that
there is a targeting relationship between hsa_circRNA_102348 and miR-630. RNA binding protein
immunoprecipitation (RIP) for argonaute-2 (AGO2) experiment proved that endogenous
hsa_circRNA_102348 and miR-630 pulled down was specifically enriched by gRT-PCR analysis.

108



Hh AR S B - e ) S A s 2 R 2 I 5

Detect the effect of miR-630 on some indicators of myofibroblasts by Gain/Loss of funciton.
Western blot, g-PCR, RTCA proved that miR-630 inhibitor can promote the activation, proliferation,
migration and collagen secretion of myofibroblasts. The miR-630 mimic has the opposite effect. By
designing rescue experiments, western blot, g-PCR and RTCA confirmed that miR-630 inhibitors
can reverse the effect of si- hsa_circRNA_102348 on myofibroblasts, and miR-630 mimics can
reverse the effect of hsa_circRNA_102348 overexpression on myofibroblasts.

4. hsa_circRNA_102348 protects target TAZ by adsorbing miR-630

Through mass spectrometry analysis and database analysis, it is predicted that miR-630 has a
targeting relationship with TAZ. The dual luciferase reporter gene experiment further confirmed that
miR-630 directly binds to TAZ. Western blot and g-PCR were used to detect the expression of TAZ
in the model group and the transfection group. Rescue experiments proved that miR-630 can
reverse the promoting effect of hsa_circRNA_102348 on fibrosis, and the expression of TAZ was
significantly reversed. These prove that hsa_circ 100906 relies on miR-324-5p to regulate TAZ.
Conclusion hsa_circRNA_102348 has significant correlation with IPF, and hsa_circRNA_102348
can protect the target gene TAZ by adsorbing miR-630. The presence of
hsa circRNA 102348/miR-630/TAZ axis as a gene delivery system is involved in regulating the
occurrence and development of IPF.
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eP0O-132
Combinative analysis of RNA-seq and proteomics reveals
potential molecular targets in TGF-B1-induced fibroblast-
myofibroblast transition

Lifan Liu. Meng Li » Jingjing Zhang. Yiping Hu. Kaixuan Zhang. Junyi Shang. Jie Zhang. Xiangnan Li.
Quncheng Zhang. Yunxia An. Qiangian Zhang. Min Zhu. Ulrich Costabel. Xiaoju Zhang. Zheng Wang
Henan Provincial People’s Hosptial

Objective To investigate the key signals that may be involved in fibroblast-myofibroblast
transition (FMT).

Methods Lung fibroblasts (LFB) were activated by TGF-B1 (5ng/ml) for 4 or 48 hours in vitro and
subjected to a linked transcriptomic-proteomic (iTRAQ) analysis to identify key RBP candidates.
Results A trend towards FMT was observed in TGF-B1-treated LFB. 248 proteins were up-
regulated in 48h compared with 4h, while 98 proteins were down-regulated. 381 RNA were up-
regulated in 48h compared with 4h, while 50 RNAs were down-regulated. 43.56% of RNA and
protein expression was positively correlated, with 2.92% significantly positively correlated. The
expression of Hspd1 and Hsphl was further identified as potential key regulators of FMT.

A trend towards FMT was observed in TGF-B1-treated LFB. 248 proteins were up-regulated in 48h
compared with 4h, while 98 proteins were down-regulated. 381 RNA were up-regulated in 48h
compared with 4h, while 50 RNAs were down-regulated. 43.56% of RNA and protein expression
was positively correlated, with 2.92% significantly positively correlated. The expression of Hspdl
and Hsph1 was further identified as potential key regulators of FMT.

Conclusion We identified several candidate signals that are supposedly involved in the process of
FMT transition. Further investigations are required to confirm them and their effects.We identified
several candidate signals that are supposedly involved in the process of FMT transition. Further
investigations are required to confirm them and their effects.
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An 8-ferroptosis-related genes signature from
Bronchoalveolar Lavage Fluid for prognosis in patients
with idiopathic pulmonary fibrosis
Yaowu Hel. Yu Shang?. Yupeng Li'. Menghan Wang!. Dongping Yu. YiYang'. Shangwei Ning3. Hong
Chent
1. Department of Respiratory and Critical Care Medicine, Second Affiliated Hospital of Harbin Medical University
2. MR 2 — BRI
3. I RIRERR A YME R S HAR 5B

Objective Idiopathic pulmonary fibrosis (IPF) is a chronic and progressive interstitial lung disease
of unknown etiology, which is characterized by evident fibrosis and decline in lung function. With
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the rapid advances of genetic and genomic technologies, the pathophysiological mechanism of IPF
was gradually becoming clear, however, the prognosis of IPF was still poor. This study aimed to
systematically explore the ferroptosis-related gene model associated with prognosis in patients with
IPF.

Methods The datasets used and/or analyzed during the current study are available in the GEO
repository. FRGs were obtained from GeneCards database (https://www.genecards.org/) by
searching the terms “ferroptosis” and PubMed by searching the terms “Ferroptosis [MeSH] OR
Ferroptosis* [tiab]”. The "limma" R package was used to identify the differentially expressed genes
(DEGS) between IPF patients and normal people with a false discovery rate (FDR) < 0.05 in the
Freiburg cohort. Univariate Cox analysis of transplant-free survival (TFS) was performed to screen
ferroptosis-related genes with prognostic values using R package “survival” or SPSS Statistics 23
(IBM SPSS). The least absolute shrinkage and selection operator (LASSO) Cox regression
analysis was applied to construct a multigene predicted model from the Freiburg cohort in the
GSE70866 dataset. IPF patients from the Siena cohort and the Leuven cohort were used for
validation. SPSS Statistics 23 (IBM SPSS) and R software (Version 4.0.3) was used for statistical
analysis.

Results Nineteen differentially expressed genes (DEGs) between the patients with IPF and control
were associated with poor prognosis in the univariate Cox regression analysis (all P< 0.05).
Patients in the three cohorts were stratified into two risk groups based on an 8-ferroptosis-related
genes signature constructed in the Freiburg cohort. High-risk patients showed significantly poorer
prognosis compared with low-risk patients in the three cohorts (all P<0.05). And, the median as the
cut-off value of risk score showed a good separating capacity for prognosis in both cohorts (similar
gene array). There were significant differences in risk score between IPF and normal
people(p<0.001). According to multivariate Cox regression analyses, the risk score was
independently predictor for poor prognosis in the Freiburg cohort (HR=5.06, P<0.01). Receiver
operating characteristic (ROC) curve analysis confirmed the model&#39;s predictive value in the
three datasets. In the Freiburg ang Leuven cohorts, after 1,2 3, 5, 7 years follow up, the risk score
was still effective for the prediction of patients’ TFS. Based on the ROC curve analysis, the risk
score of 9.148 might have potential values in helping clinicians to identify patients with IPF, with a
sensitivity of 90.3% and a specificity of 85.0% (AUC: 0.925, 95% CI 0.861-0.989; P <0.001).
According to functional analysis, inflammation- and immune-related pathways and biological
process could participate the progression of IPF.

Conclusion In summary, this study defined a novel prognostic model of 8 ferroptosis-related genes.
This model proved to be independently associated with TFS in both the derivation and validation
cohorts, providing insight into the prediction of IPF prognosis. In addition, the underlying
mechanisms between prognosis and inflammation- and immune-related response in IPF remain
poorly understood, which warrants further investigation.
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eP0O-139
Clinical features of interstitial lung disease in systemic
sclerosis

Qianhui Zhou 2, hong peng?
1. The second xiangy hospital of central south university.

2. WK AN R B

Objective Interstitial lung disease (ILD) is the leading cause of morbidity and mortality in patients
with systemic sclerosis (SSc). The present study aimed to identify the clinical features of SSc-ILD.
Methods The medical records of patients who were diagnosed with SSc in the Second Xiangya
Hospital of Central South University in January, 2008— January, 2018 were reviewed. Patients were
retrospectively enrolled and sub-classified into groups of SSc-ILD and SSc in the absence of
ILD(SSc group), based on HRCT scan analysis.

Results Of 837 patients with SSc, 527 had complete clinical data. Based on evidence of definite
interstitial lung abnormalities detected by HRCT imaging scan, 203(38.52%) patients were
identified as having SSc-ILD ,while the other 324(61.48%) were identified as having SSc without
ILD. Comparison analysis indicated that disease duration, onset of age, the symptoms of cough,
dyspnea, arthralgia and dysphagia in SSc-ILD group were more common than in SSc group. Levels
of anti-SSA, Ro-52 and anti-Scl-70 auto-antibodies were higher in patients with SSc-ILD as
compared to patients with SSc group. We found that 69 of the 203 patients with SSc-ILD had
negative autoantibodies at the initial hospital admission and showed pulmonary symptoms as the
initial clinical manifestation. Then positive antibodies have been found at follow-up examinations.
Tumor markers carbohydrate antigen 15-3 (CA15-3), CA19-9 and arcinoembryonic antigen (CEA)
were increased, whereas the percentage of predicted value of forced vital capacity (FVC) and the
diffusion capacity of lung for carbon monoxide (DLCO) were reduced in patients with SSc-ILD. Our
data also showed that a FVC% threshold of 69.73% and a DLCO% threshold of 58.05%
discriminated the two groups of SSc patients. A strong inverse correlation was found of the HRCT
score with the FVC% , the TLC% and the DLCO% in the study.

Conclusion SSc in the presence and absence of pulmonary involvement differs in the clinical
features, auto-antibody production, tumor marker expression and lung function. Some patients
exhibited negative serologic autoantibodies results in the initial visit and positive results in the
following visits after several months or years. A FVC% threshold of 69.73% and a DLCO%
threshold of 58.05% could discriminate SSc with or without ILD. This study showed a significant
negative correlation of the HRCT score with the FVC% , the TLC% and the DLCO%.
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A potential mechanism of the onset of immune-related
pneumonitis triggered by Anti—PD-1 Treatment in a Patient
with Advanced Adenocarcinoma Lung Cancer

Yu Feng . Qiang Li
Department of Pulmonary and Critical Care Medicine, Shanghai East Hospital, Tongji University, Shanghai
200120, China.

Objective In recent years, the application of immunotherapy combined with chemotherapy in the
first-line lung cancer has showed significant benefit in improving long-term survival. Immunotherapy
also has risks of immune-related pneumonitis(IRP) after long-term treatment. Despite the treatment
strategy of the IRP has been very clear. However, the mechanism is unclear.

Methods A 73-year-old male patient was diagnosed with left lung adenocarcinoma IVa, EGFR,
ALK, ROS1 negative. The patient received anti-PD1 antibody combined with pemetrexed and
cisplatin. After 5 cycles of treatment, partial response was obtained. Subsequently, the patient
continued the treatment of anti-PD1 antibody combined with pemetrexed. Before the 7th cycle, the
CT found a new lesion in the basal segment of the right lower lobe .It was diagnosed with IRP .
Results The patient did not give trimethoprim-sulphamethoxazole (TMP-SMX) and corticosteroids,
symptoms and radiological lesions had improved. We describe the report of immune-related
pneumonitis trigged by anti PD-1 and monitored the dynamic changes of CD4+, CD8+ T
lymphocytes, MDSC and Treg cells in the bilateral bronchoalveolar alveolar lavage fluid (BALF).
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Conclusion Conclusion: This study may improve our understanding of the pathogenesis
underlying IRP. We believe the detection and dynamic monitoring CD4+, CD8+ T lymphocytes,
MDSC and Treg cells can provide more accurate procedures.
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eP0O-149
PD-1/PD-Ls pathway down-regulation in peripheral cells
correlates with asbestosis severity

Meihua Qiu'. Yuging Chen?. Qiao Ye?
1. Department of Respiratory and Critical Care Medicine, Yantai Yuhuangding Hospital, Affiliated with the Medical
College of Qingdao, Yantai, Shandong, China.
2. Department of Respiratory and Critical Care Medicine, Xiamen No. 5 Hospital, Xiamen, Fujian, China.
3. Department of Occupational Medicine and Toxicology, Clinical Center for Interstitial Lung Diseases, Beijing
Chaoyang Hospital, Capital Medical University, Beijing 100020, China

Objective Asbestosis and silicosis are characterized by diffuse or nodular interstitial lung fibrosis
resulting from exposure to asbestos or silica dust, respectively. This study was designed to detect
programmed cell death protein (PD-1)/programmed death-ligands (PD-Ls) expression in patients
with asbestosis and silicosis and to explore the possible clinical significance of PD-1/PD-Ls
expression in the two diseases.

Methods Thirty patients with asbestosis, 23 patients with silicosis and 25 healthy controls were
consecutively recruited and provided informed consent to participate in the study. Clinical data were
collected from patient clinical charts. PD-1/PD-Ls expression in peripheral blood (PB) was detected
by flow cytometry.

Results PD-1 expression on CD4+ or CD8+ peripheral T cells was significantly lower in patients
with asbestosis and silicosis than that in healthy controls. Similarly, PD-L1 and PD-L2 expression
on CD14+ monocytes were also significantly lower in patients with asbestosis and silicosis than
that in healthy controls. In addition, there was no significant difference in PD-1, PD-L1 or PD-L2
expression between the asbestosis and silicosis groups. Moreover, the proportions of PD-1+
CDA4+T cells and PD-1+ CD8+T cells in patients with asbestosis were positively correlated with the
percentage of forced vital capacity (FVC) predicted.

Conclusion Decreased PD-1 expression on CD4+T or CD8+ T cells in PB was positively correlated
with asbestosis severity, implying that pulmonary fibrosis development in asbestosis was positively
correlated with PD-1/PD-Ls pathway down-regulation.
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eP0O-151
Corticosteroid use in acute exacerbation of IPF:A case
report

Xue Dong . Wujian Xu. Xiaoping Zhu
Shanghai East hospital

Objective Here we report a AE-IPF patient benefit from the use of corticosteroid.

Methods Case report and experience sharing.

Results A 69-year-old male expressed shortness of breath and nonproductive cough for over 20
days, which could not be alleviated with azithromycin and cephalosporins .Therefor the patient

came to our hospital . PE: T 36.9 °C, P 104 bpm, R 32/min, BP 110/86mmHg ,Velcro rales could
be heared in bilateral lungs. Lab showed hypoxemia with SpO2 at 54mmHg (PaO2/FiO2
255) .The patient was diagnosed with AE-IPF based on chest computed tomography(Fig.1) ,then
received oxygen therapy, corticosteroid (ankylosaurus 80mg gd ), moxifloxacin and supportive
treatment .After a week , the patient feels that shortness of breath has improved significantly and
the oxygenation index increased from 255 to 371 after 1 week.

Conclusion Some new researches find no evidence that corticosteroid use improves outcomes in
AE-IPF patients admitted to the hospital , moreover corticosteroid use may contribute to reduced
overallsurvival .In fact, we did observe that some patients benefit from the use of
corticosteroid.Here are the questions ,what types of patients can benefit from corticosteroid ? What
dose of corticosteroids is appropriate to balance effectiveness and safety? Observational cohort
studies may need to assess the relationship between corticosteroid treatment and outcomes in AE-
IPF.
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ePO-153
Transformation of alveolar epithelial cell types and disease
control in idiopathic pulmonary fibrosis

Xin Pan. Juntang Yang. Lulu Liu. Chenxi Liang. Guoying Yu
Henan Normal University

Objective Idiopathic pulmonary fibrosis (IPF), the most common form of the idiopathic interstitial
pneumonias, is a chronic, progressive, irreversible, and usually lethal lung disease of unknown
cause. IPF is more common in men and is rare in people younger than 50 years (median age at
diagnosis is about 65 years). Although disease course is variable and somewhat unpredictable, the
median survival time from diagnosis is 2—4 years.

Methods The expression of Krt8+/Cldn4+/Sfn+ in the bleomycin induced mice model was detected
by immunohistochemistry and immunofluorescence. Using single-cell RNA sequencing (scRNAseq)
methods predict the future state of Krt8+/Cldn4+/Sfn+ cells based on RNA velocity and model cell
fate trajectories in pseudotime.. Use western bloting to detect the changes of Pdpn/ager/Hopx in
A549 cells after T3 treatment. Construction of 3D alveolar organoids in vitro. Using CreER loxp
engineered mice for cell lineage tracking.

Results It has been proposed that the normal epithelium was separated by the hyperplastic
epithelial foci in IPF. Here we report the hyperplastic epithelial cells have markers with
Krt8+/Cldn4+/Sfn+, showing senescence and apoptosis phenotype such as Tunel, p21, and
Caspase-3, and secreting pro-fibrotic factors including Tgf-p and Ctgf by IHC and IF colocalization
in bleomycin induced mice model. The scRNAseq data of IPF showed that the cell population of
Krt8+/Cldn4+/Sfn+ was derived from alveolar type Il epithelial cells (AT2) , and was in a transition
state from AT2 to AT1. We found that thyroid hormone T3 can effectively reverse bleomycin
induced lung fibrosis in mice. IHC showed that the number of Krt8+/Cldn4+/Sfn+ positive cells was
significantly reduced, and Pdpn+/ager+/Hopx+, the markers of alveolar type | epithelial cells (AT1),
were significantly increased. In vitro, T3 increase the expression of Pdpn+/ager+/Hopx in A549
cells. In addition, 3D alveolar organoid culture shows that T3 can promote the formation of alveolar
clones, size and structure. In vivo T3 effectively promote the differentiation of AT2 to AT1 in sftpc-
CreER bleomycin treated mice.

Conclusion These data fully prove that a type of Krt8+/Cldn4+/Sfn+ abnormally proliferating
epithelial cells play a major role in the formation of pulmonary fibrosis, and T3 effectively promotes
the differentiation of these cells into AT1, thereby repairing alveolar structure and reversing
Pulmonary Fibrosis.
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18] Bt B 5 RO R R 2 B

eI Ee
PA S IR 2 e B R e

B B I PRSI B PF-Aik s 5 527 [0 J53 14 ik 28 097 0P Al

Jrig 1A FPERG 28 e . R Bk, 54 %, 10 ZAERTIEM SR H I EE, %/0E [ R,
S, 3 AERTTIE IS, 2 THE. e, REWE RIS, FEREMESZ, %
WS, A KEE AR, BIRE /DRI, 2018 4 12 W N A eI 28 S8 KGE e 47,
{ERE BE] 25 T H o 8 40mg/H3E 6 Hit s, HBta e D ikE SR 24mg (6 /) THE R, A
3MA, ZJEUAE 2 Bk 2mg R R, BEEWE 8mg (2 K) [HYiRr. 258 e i1
B, T 2019 FFIFHRBEAIABENENZ AR, &N 50mg/iik, B 2 %, MR 145, M 202044 A
FRHHCNEEE 50mg. T8 AR F B3R K sz s 7 S TR) £ B 3 SURIE IR R M N =, 55 shilid J45 Al
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TR, 2021 4F 1 H BERARMEIFZWZIEINENLL, A 5FRPURGRYT, BEEEENAE,
FFaE Jk 80mg/H 3t 7 K—60mg/H 5 k—40mg/H 1 K—3E 54K 40mg/H (10 KD -4 2 A 1
s R 32mg/H (8 f) o a4/l T 2021 4F 3 H 11 H. 4 A 6 HF- IR #FHRZ % 7 1 2
NPt ABt 2 Ja2h SRMMPURIGTT, RN 45 5 KRIhR P TCaI A LA Bm <0697, B RiE
SR, EREGE, RYPUEIT TIEREE IS, 47 TWFRIIZR. BRI, 14, K
KATkashlgh. 1234, MENGMEENSG, BEASTREAEERA, HEERET
GIRFIR ML A, Bl & S I R Re iR — AR I 571

GEBL 223k i R IR I o 1 i 8 BB M AR kst R R e 5 S AL

S5 it R S A B D) o P M 8 R 3 R AR B, PR AR TS T
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1 BIAREERSE R AT ERIA ANCA XM ME K ISHTFATT

I BRI AN 2314
e R X B e

HE g DU a2 208 R ERBUPTH R A0 M e fiik ANCA AHSSHE ML 28 IO IR PR AFAE . 12187
KABYT L FE o

J7i% I IEEARIE — B ANCA FEHUE FHVEM R %8, ARIEIRASEIR . Tl 52158 4 3R I S5 B K4
i2 B Iay7 i

GEEL mE e, 29%, LUMRAE R 3 K2 EIRARE. 3 KETICHH &5 PR T i% B2 H A 0w s
EREIR AN, REFRIEANE, MR AR INE, R, iR 37.3°C-37.7°C, LI
JaNZE, TN, Wk, TSI, BEVF. AR SSURTRENL R, R KR TSRS . AR
CT $#RXT Z ResTik, 2 BBYEwAR, MRIhaTae Rk (LK AL B A2, B A3 o fERi/E
Ik 232 58 35 ML A PE s R 40 B 4 b 85.4%; 455 0.062ng/mL; CRP16.44mg/mL; I
a3mm/h; D). B0 RIBAEIYIER; IIREIER . 4 T Sy B PuUR g a7 RUR A, )
A REARH . AT STE B N R IWBAE FORG B S 20 o EVR PR A I A 35 9% i B2 A
R A . FATIERIG R CT 3R XU 2 K457, HIERMERMERAS, GPA lReRIK, B
SEEG SV Rl e, WIS XEAE T . B A8 TGS B[R] R PR MR 40 B AR 2R Bk
PANCA BHE. HilEid EEEPiA (MPO-Ab) FHIE; H B PRI RPUZIUARREME, W 1:320.
ZAT CT 5l 3 N REARL, L RIRFE NI SIS 1 28 SIS SR 2RI OB . e A0 55
7~ CD34 (k& +) . CK5/6 (-) . P63 (Jh+) . Ki-67 JRElFrictE ¥ 5%. £ Wiy ANCA #H5E
MR . &P BRI I T 50mg LR 1 k/H”. “HBiREE 0.69 & 1 /2 A7, RN P10 .
AMIEIRTY, HERERIF R . BB E SR 20mg/H, “HBEE LAY 6 A, EEME CT &
AN KU 22 45 T R A SR (L B B2. B3) . BUEH“MBEBLIL, AT RS E
R BN B4R T T2 R .

2598 ANCA FHOCTHE IS 98, EHCON TR ZEN, @ % Ry FAIE. N8 & E RS2 2 = BRAE,
MRSz R mr g, FRIELAS MRS B L, B R R AR AT R4, il
2 BWE CT WRIUNBIIEE .. AREPLA . IE R4, R, 45955, ME.
JE RS AR FAE R o ARBILCGRINIT 2 K415, T ERENERZR, iR NG
PRI AR B R o R TR R I B P I e 2 A i FH YR T T &

S
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L RO-52 Hu 7 BB A TT e % S 18] o M Bl 5 R0 2 o B T 8

PR B MR
WU BB

B BV Cmie) HEr O scoh ™ B g B AR AL P AN —, R 2015
RN GT R B, SRR AT S R R AR 23.91%, HETWIT BT HE N KA
MR BRI FBL SR 2RI 5T R IR 16 T J5 8 4y £ 3 2 I P R T el 6 EE ER AT
N BRARAN R I 2 ARG BB AT I R A TR B PR s FR RS, R A RO M BRI I R, AR
F B LE IR 11 98 P FL2 08 15 o A IR SR P g Y i R BT e il 28 XSS () ol e b, R &R
AT e T (AN = S

FiE [ElEPE A 2020 48 1 F-2021 4E 3 AL (WMD) B2 B e 5 fE 50E 22 22 RSO 1 58 I
S 9 M 1 EL AR A G (B S5 P i 28 AO38 () FR 3 TR, AR S MR U £ IR i R A R
BH BV, DL IR VR T I A AR ) S PR T 28 £8 38 A b EARE S M 5 1 BH 1 RO M 6
GER KW SR PRGN 73 B, B 46 ] (48.48%) , Lotk 28 5] (46.67%) , HAH
IR 28 R (IRl PE R IS A2 R M 28 2 ) St 58 #i4 s, & FBMMREEE 19
(32.76%) , 16 BIFENLRIEERHME (84.21%) , H Pt RO-52 HiiAH 10 (50%) 1, My
B 394 (67.91%) ; R B3 DU R PEE R 2 9 1 (50%) , HIRFAME 541 (20%) ,
FABPIRE 5 1. IR B AT VAT JE IR PRI 28 12 5] (46.15%) , RESPE SR MR U RH M
L 104 (90.91%) .

SE0 RE IR S MR T X I R R T I S R AR IR I A NBERT e BIWAE A, Pt RO-52
Priknr e EEM TN BUATEbR. B RTA bR ARIR IS N, AR g = wE, FEekE
B R ZREARE DR A A .

eP0O-157
Regulatory mechanism of Inc949 in pulmonary fibrosis
through its host gene FKBP5

Xiaoging Chen 12, Haitong Zhang?. Ruigiong Li?. Jinjin Zhang?. Xiaodong Song?. Changjun Lv?*
1. Affiliated Hospital of Binzhou Medical University
2. TRIMEE 2R

Objective FK506 binding protein 51 (FKBP51, also called FKBP5) is a 51-kDa FK506 binding
protein that is a member of a family of immunophilins-FK506 binding proteins (FKBPs). FKBP5
contains two consecutive FKBP domains and a three-unit repeat of the TPR domain. The first FKBP
domain (FK1) of FKBP5 has measurable PPlase activity, with a binding pocket for FK506 and
rapamycin. FKBP5 is dysregulated in several diseases, but the unclear molecular mechanism of
how FKBP51 affects cellular processes has become a major limitation. FKBP51 can bind to beclin-
1, modifying its phosphorylation and protein levels, enhancing the levels of autophagy markers and
autophagic flux. This paper is to study the role of NONMMUTO028949.2 (Inc949) in pulmonary
fibrosis (PF) and to explore the molecular mechanism of Inc949 through its host gene FKBP5 to
regulate autophagy.

Methods We verified the function of Inc949 through WB, CCK-8 cell proliferation, RNA-FISH, cell
scratch experiments and Real-time Cellular Analysis (RTCA) instrument. QRT-PCR experiment
was used to detect the effect of four common TGF-B1 downstream pathway inhibitors on the
expression of Inc949 such as SB431542 (Smad2/3 pathway inhibitor), P600125 (JNK pathway
inhibitor), PD98059 (ERK pathway Inhibitor), SB203580 (P38MAPK pathway inhibitor). Then, we
identified the relationship between Inc949 and FKBP5 through WB, IF, and rescue experiment.
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Next, we validated the impact of Inc949 on autophagy and detected the expression of lung fibrosis-
related proteins of cell model and C57BL/6 male mouse model after the treatment of autophagy
inducer rapamycin (RAPA).

Results RNA FISH experiments indicated that Inc949 is mainly located in cytoplasm, and it
promotes the expression of pulmonary fibrosis-related proteins and enhances the proliferation
activity and migration ability of L929 cells. IF experiments indicated that FKBP5 is mainly located
in cytoplasm. Lnc949 can reversely regulate the expression of its host gene FKBP5, and the
promotion of Inc949 to the expression of pulmonary fibrosis-related proteins and to proliferation
and migration can be reversed by FKBP5. Lnc949 can inhibit autophagic flux. RAPA reduces the
expression of lung fibrosis-related proteins in L929 cells induced by TGF-f1 and in the lung tissues
of C57BL/6 male mice induced by BLM.

Conclusion Lnc949 regulates pulmonary fibrosis through the Smad2/3 and JNK signaling
pathways mediated by TGF-B1, promotes the expression of lung fibrosis-related proteins in L929
cells, and enhances its proliferation activity and migration ability. Lnc949 inhibits autophagy through
its host gene FKBP5 to promote the occurrence and development of pulmonary fibrosis.

ePO-158

RBRIARROHMETRRFEMEN LR 1 6

FE. B ERL ARREZ . BT
h H Ak B B

B T R R AR R ISR A B AL A i 98
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Mt AE FE MR > 45 4540 2R 18 X 18] B 1 B AR Fm B S T T R

HKAeHE. L. BRERS
R LR Bt

BB 4547 200 o a) R ML (CTD-ILD) & CTD &% W4k & 1% ILD, CTD-ILD KIFEHLHE
AERTERE, BUE IR R 51 R I G K 5O 5B G A4tk X &% V). CTD-ILD 897 B
s& CTD 5 ILD HXEAbR, PAIEZE B ImARBALES (8], B+ CTD-ILD JR B4 25 1P AA1L, 51
2 UIP Y, HfpRMMea4itt OPF) A AL U2 AR RRHIE, Rt

Fik . PrAadEtbin T el e e L B vp R IEME . 2018 S5 [ 45 4% 4 4R DG % TR) B M I 2 4R
L ZFIGREE CTD-ILD BE1EH MGy IR, w25 @ i ber e 259, AR Je i —Fb
ZRE P LRI L A, BB 4E L. PR FPTENZ NIRRT RE, EPiLF4E
THR T OB E .

R CAA /MEHGELHEERTE CTD-ILD J897 IR FT, B3 R EEAEA ¢ ILD (SSc-ILD) .
RA-ILD. IM-ILD % . %) CTD-ILD HE#H BEFWIGIT, LD AR sdt iz,

G50 A RN T IE A 4E LR ILD (PF-ILD) HUMES:, 3% IPF, INSIP. IIPs. IPAF. CTD-
ILD. HP. Z5759%%%, PF-ILD FGIT HATHE AR RSG —FI0R,— B 5, MEERN LR
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HHRBELSEMEERRD CO4+ T HBHEBRIEESHIE
R iR
WL AT
o A

B 455002 — MR A RGN R IEMER, 20 90% 5 & RIS CBIEMmKEL) 2
2, DUEREVEANM 2 B Rz, SN E CDA+ T ki i B S 4544 R U (1 ARSR A0 TR 2
HORE R TR RO A B, e R R T BB MER . AT B R 4T
SR SCRE IR RE LR CDA+ T bk EL 8 M SIZ 70 A7 R 5 48 o 5 R

Fri MCHE TR A TR o P i 0 A BURIE 9, 42 ™A% NI FHEBR AR TGN 25159« 3ok et i ¢ A
FER MM A4k B, WRWIRG R, WG E MR S A, 8w N AR o
CD4+ T IbRELGH M Ao A e s R B A P e 2R 22 5, 300 3 A G S 72 W PR ) 5 S 5 It e vt
W EiE T IL-13 K.

GER1 RIS W AR ST R 31 B, BN 2 R 19 9, REAR AT 4EA A 11
B, AT TR T CDA+ T RGN AL A hE 0. O B4 1 BB S i AN 2% 52 R
(9131, 29%) , Z sz RIS B SO E MR RIGE T K00 5 CD4+ T kL4l
L LE A A (p=0.041) . 7 fI&h 56 e B is Wi Mk R Ik 45150 (7/31, 23%) , A E
TSR Thi7. 1 AR 5 CD4+ T kA Lh gk T 45 iR 8% (p=0.029) . Hid ik
I3 ¢ FIRE A Ml 4T A SR 3 L, 45710 BB S RS I E S CDA+ T bk ER 20 A o S bR B 4t
LA Tha7. 1 4k 40 A 5 CDA+ T itk gm A EL I B S kv, T PE TR EE 40 (Tregs) /5 CD4+
T bk E 2 E IR T4 A M P 2T Ak s . B 28 19145 156 s . 20 4913 B i 28 e A 15 1)
R A A B SRS IR RE Y T E R A M R A 2 5, 5008 KR A LU B TR R 1 M
Y (p=0.006) , ELWE4HfL CD163 Al CD206 V-3¢ it 5m i B SAR T4%5 & Ml T 4 Ak i
(p1=0.000; p2<<0.0001) , SCAEMHETR LIET IL-13 IR T4 R 44tk 2 (p<
0.0001) . &5 BB SO IR SR W b BV 41D CD163 Al CD206 44756 Y 40 1l 5 Th17.1
LI ATE AL Tregs &5 CD4A+ T itk B 40 b 51 52 7 AH 5%

G TR E SE LT CDA+ T KB4 AN T B %% S NG ER, Th17.1 WA &
CD4+ T ke tb Bl Tt s, EvEgniEtbfipe(t, M2 B ErEgn iR 2 .
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H B SR v R R CRRIFRIILAS) Pk (MSAs) FH: 8] J5 12 i 48 6 I R4S AE S T
FiE AWEFONTIIEMERF T, Aik 2018 4 11 H % 2020 4F 12 H 7E b 5t 5 BH 22 B 5t 12 1 8] J5 14 il 45
B 2,115 ] IIZWIRAR L FIGIR TR, SR S EPeykAa il i MSAs FIH At B Sk,
V) Jo P Al 6 BB AR IR (ARS) BHPEZHATE ARS FY MSA PHEZL, ERiH A D224
fE IGREI. MSAs. SLRFHERATT 7% KA B HTHRTT MSAs FHE )5 Ml 48 235 1
T, PURIGTT N A R a2 SR A 0 TR T R T (1 fa G e 2=
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R ARG 178 il MSAs FHPER M 28 B3, “FIFER (57.6£11.2) %, 62.4% N4tk
Horb 75.8% RIEIR A X, flivha2 20T WL s T TR M B S . BEE HRCT 7~ R4 S [ Joi 1
fitige (NSIP) 5 39.9%, HULTERGZ 5 21.3%, BRI A FRIEM A 5 14.6%, 7@ MBS
6.2%, AE[52EIP Ak 18.0%. $TARS HUiARH ML 11941, H 31.9%$i Jo-1 HiikFHYE, 42.3%
PrzPriRHYE. 9F ARS ) MSA FHYEZ 59 5, Hrh 40.7%%HT MDAS HifsBH . B IS P00 K&
WS LS, 5 ARS 4AHEE, Logistic MRS R, 4 ARS [ MSAZH % 5 Bl 2% (OR
5.201, P=0.007) . S3EHLRIAITAILL, BE B RS G i FI7E MSAs BH P [R] 5T P it 48 i35
FEARVRIT Y. (OR 5.312, P=0.015) , Hi iR T At iRy K2 (OR 0.158, P=0.034) .
Kaplan-Meier &1 fi7x, ARS FHPEZH5EE ARS (1) MSA FHYEH B H W TG LRI 52 5.
LEW MSAS BHE 8] 53 PEAT 4 i3 22 N 2etk, %) 40% K TN NSIP. it ARS A H3# thi Jo-1 $ifk
P LS 30%, 3FE ARS () MSA H3 i4i MDAS Fifk Hufil#8id 40%. JE ARS f) MSA [HE
HR AR SRR ARS A 59EARS [ MSA & TG L £ T, PR IR S )%
) )2 s 1 e P R AP R 3R
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P F i B B AR B R SR AR N SR B 55 B RS IA A, B 5 B A (AN, G H 2 0
NBER SIS PEFARN 51 RSt vfl b R 20 B i o FME B2 57, 3 BU AT 4 4 B 38 B A0 s 4, i R U AR
AT 4ECTE . 72 BE M E LA E VUM ENAE, BFEEE THAN(LES) « B, R
E¥. BESHIKAEIMBM(HIS M), RSO WAIhEE LrsiainT 5 e B a8 kit
5 (GERD), HiFEERZEE NHEAN( LES) MINEEIRE . FLeay. 4Pl & BRI
RIZE A LLFELES EJIB#IK. AW Fiiens, WOEE T LLgEE LES F 71— MEMFEAK, RN s
BERNEDE . IR S B R s A s Y R B ORI AT LSS LES e AH X & AR A T 5 £
GERD, Xit#e~, Fobph T i s T B i S S0m i £ R 38 KT gE & L A S 4k &k GERD, iX
W2 B AT FAASRERf € IPF fl GERD (R X RI—ANE BRI . IPF 83 Rl £ 244 S S0 5 4
BEAG 5] IR SORF A BBl Py 3 R S SO P Py s AR A g FE 3G ;. B s N R B G 2
&, 5l LES IE MK, 4kminE GERD. LA, 250 \PF B35 i RS B i R 2R AW TR 7,
K22 S E R G %, #—E i GERD k4. KIE. IPF&Hm KN E & RN
TSR TR . 550 IPF 2Vt i = 88 8 () S A0 T v YR e v b o RS U 38 38 v 10 15 2R T g, O B T
B e S RERGE SR AL T B AR UEE SE s e M E R P BEAE IPF S E N E R E . 29 EkshREHE
J7 B BE IR AT LM IPF B E I Th Re4ERERS e bu B B RN IPF (PG T 324 7R i #E £

GER MERIGIT A REFeE IPF BB I Th g, D b Surk I AT IR, s 58 3 UG, A AT E MR 7T B R PR
MFPARN IPF A%

258 MIRIGIT vl RefasE \PF BB Il T RE, Y b St n s 40 vk, 2408 56 35 Tl s B AT E MET 78 B B
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DRI P T AN S A1 5, BB SR 2 T, o BRI AR o i 58 A 2 P [ 24 g 1
%, FULPERTR R 16774 TR M IR INPUe a7 e BB I e i be, FHFERE,
L& YNUTIE
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B RE A REE G 3 12, B EWFEAR SR BT 8 se T NEuiEE 100 /5, = FHRE S
|EFET NBGEE 10 . AR RATEAMIA G, BESREE R T E RIS fE . AERT DL
SRR Z BB, TR G 1 R R R G s A BE A A A, S R EUR B (ILD). A
SO R R RE S 1k 1) S5 B (smoking-related interstitial lung disease, SRILD) VE4Hfif—4¢ik .
e SO R VIR PR S A 2 AU PRI 209 (RB-ILD). B J 14 8] Jsi P i 46 (DIP).
IS B RS DT A0 R A A A P AR (PLCH)FIRRAE S Vit [R] R 4T 44k (SRIF). LA g £ P51 25 1)
7S ILD AL EERE R R EF4EAL (IPF) Bl£F4Etb & 9IS 2 A 1E (CPFE) 28X SE T %8 - [H]
JRETERR (RA-ILD) , RMErERRIEG & (AEP) , Goodpasture 2541k i wR 184 Ml H 1 LA A2 i
WEBVIRYE (PAP) .

G5B 2% RB-ILD GRS REE, TG 8F. IEEMUE, RB-ILD IGHAAEIR . FiThRERMSAAG 2
BT . RB. RB-ILD 1 DIP ARF M MH AT S5l 2 2378 BRP 1S, SR 7 R A R P R .
HITEAA MBS 15 1% PLCH A, U A 5 iR B B B R 5w kR . CPFE # & il i XU BH
BT AN IPF. SRIF GRS R, (HILAEAR - B0R B o] 585 Pl 5 22 18 8 23 (a5
PE . (UIP) o £F4Efb AR Sk B R PR 8 (NSIP) 2 CPFE S5 ERVE, 75 Bk,
g5 RS 2 M ILD UG, BRI AT AT SRILD FOTRBGAVA T AEH S8, W& AL EE I
B E A SRILD [MRIVEALISIE, IXAEKXT ILD IRIVE L2 16 BE 2 S
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USP13 X fili &1 4 A4 A FE DA S A8 Ji 1 2 AU AR Y o 5 41 5 22 RO W D o0 R o B R AR ARG
FEMVE R4 R MLEL2, I FHIS0 25 7% L A M ml sk USP L3 J5 Kl B Wi AH AR IC Ik BA K H
W AR B AL, BT USPL3 4ifiis g 2 [l 18 R, FFidid s PiiE R 7T USP13 2 5 4il il 5 Wi 1)
BERUNTEET LS

58 USP13 1 IPF S 5 MR E R S0 12 H RS/ RUZLZUR 2 AUyl b Rz gi g RIEH & R
W, USP13 GArE 12 A I/NR RN E R R 5 S 4eib k8, H USPL13 Skl sk
FHERIETN 12 ARG A4/ R0 B g . FRAT7E RSN 70 R IR USP 13 m] DA il il vt
LN MLEL2 41 B Webnic, dl g wadt, 20K USPL13 41D H MR T H b ook
# A Beclin-1, USP13 5 Beclin-1 f77EAH BAEH 72 Z 4L R Beclin-1 118 H K.
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g5 FATRIL USP13 1E IPF B E AR ERIFE TN 12 AR A9/N RS 2 Rl L i 41 g o
FIEHE T, HUGER USPL13 XHERE R1F S HFER A AN R A R0, 7] AT T BH
USP13 Xif fili &5 44k f R4 305 B ] B e Sl ik 1E ) i s it b R 40 Beclin-1 486 O 40 B g ke sl
i o

ePO-167

—fl ILD B 2 B&

EEFZE\ —[%—W
WS AR XN REERE

HE B&BEME, 71 %, FGERALEAERMTHREAR. EXABERT 1A H HIZ, %29
B, BIRAYIEIRTC M, 10 RErHBinki, HZ) 5—6 AR, LAMg i Afe. WiEa 4
PRI BT, oI SO T R RS . NP AR AR, BERUAERE, SR, MRk
fa, RURREIR AR, XCR itnT 5 S R AORA /N, B AR BV . BE4E: OSAS 10 4, i
k228K 8 4, 2 RUBEIRIE 4 . AN W 40 4E, T 20 S2/H, #UAE 5 4.

Trigs BB M S AR S SR R AT 4 b 2 SR MR AR I 28 IR A 2 AR AT 4E4L 2 IP? CTD-
ILD? W 1P X£2MW—25? IPF. NSIP. RBILD? fR#ELL FE%, RATZHEHHE: MX
(CRW4) @ PH7.40, PO2 81lmmHg, PCO2 41.5mmHg, SO2 95.9%, CRP 62.7mg/L, ESR
71lmm/h, PCT 0.065ng/ml, HbAlc 7.0%, M. Ak, &EMIhae. MRbric B t:: ik
Pofk ki (1: 80) , HiE+TiI. ANCA B, WLAPUAIESIBA M. &SR 3R A2 T it
JEB RNE AR, BT R WE Y. BALF: TB(-). 405 (-) . BRVA4uME. AT W Rige i

SFEMIR LRI, RICEMEN; 025 PHEkigii Lk 94.00%, ERE4NHELLAE 4.5%, W#RE
AL 1%, FiZhRetG R : NIEINRERNS, SRECHRERE N (69.6%) , . FRAE.

s E e IER . DA AEWK, AZEFIKIIERE, EaloRR (BE) , EF66%.
e FIRE RS L E RS, 208 NSIP, ZiUE FEERRIR B ¥4 0.75mg/Kg #2446 1K

KRIBERIEMRZG, S Patiedo st 3t = REEFLRBENNT 12, SFEeW IPF, @i iR IE R ERECS 2
Wb ie . BEVRARMERHZ, HE 2021 £ 1 H FiRRRineE, i, A%, £
Febr BT, SeiE BAT O ARCK AL TG . SV R . B R S TR B «

GEBR IR G 563 TBLB [k BRSNS M 25, KA 2 N A4 2084, R Rl 21
CEMIARNTG, er4ed g, BLAFBIRAME. Rk F: Gl ZEE, G-HEbE. &% 24 /N PH
] DL EEVE e, DeMeester PF4r: 18.6 4y (IEHEH<14.72) o KIRHET: Bt 2.0%
212 THYE; 3JEMER: BItE; 450800750 SFHE 93.6%. mA LKA IPF, 47T
BEPURIRIT R, @#uUEFE I AEEER 300mg tid AR GRIGGHIE) .

2 N TE2EIMEERERRE NGNS, LRBEEr, TRRERE, FARDEETRE T xE
NI R IEJE . AR . IR R R SRS IO R BRI, ML IPF ATREMER, XT
NSIP £F 4L B S RS Wi A7 e ME s, mlit—2b 5838 TBLB itk — D4 1.
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ePO-168
P il 22 SRS T HE A PR ik B 5 B oK

PR, REL KT BER. HAKR
P B SE R 2 e Y I stk R e

BB TR IR R, IR 2510 IUGR, SR R HLE], 88 S R 2R 7K.
J7i B 43 b — 451 9 s 230 5 5 PR AR bk B 5 i R B s e 20, HEE SISk, B HE B
R, TR REMI AR AL, IRZ S SR IT T

SR BFPELE, ORI S L — ARG, AL, AR, RIS E R S
Wi, A, MHEBEEE CT awmilii 2 kit gs Ty, IRk iR, il Em s =8y ik, ™
W2k BRE L, CREERER A ERE, SCUEMEEER (BALF) mNGS fifiR
fifi 4 BEERTE . MHER BRI YL, AP kfufhne e, 160, WIRSATY, BEIEIRAR L B, N
K= P2 WML Il B . SCOREY IR A SN BE . B B AR IR LK,
FERART, ARAT, BEARCEE, MRENFE 8 JT. BREA SRS, ABEEMaEs 1149/, %%
ERE M1 1gA 3.38g/Lt, HJEERE A 19G 19.6g/L1, #fERRE A IgE 152IU/mit. Ik L4 A 7 7 -

CD3+CDA+4H 1 k4l % 65.6%1, CD3+CD8+4Hfii 5tk 4tk % 10.2%|, CD3+CD4+
Y fu/CD3+CD8+4H i LB 6.431. BRFUZIUAFIYE (+) 1. B BPuik, i Rign i K sk 55
PEo MR8 HE GMIRE: #hE EIRIE 2.691. Hik A FRPTERAT B BH P, 45 4% T 40 M AS I BH 14, it e
—IRANE . BES CT: Mt IRAS AR ELLE R, BALF 4007325 HZI400 90%; ik
YA 1%; WREEZHM 9%. EBUS JHE: BEb iy WARRSENE BRI, 45 G IR BERHZ WA
1459 2 A EH 30 EY Iks ML 4 MER . TR B PURGYIRTT, BRI
ATV BT

GEUR VG T P AR Ik E2 85 e DR 5T ) BB AR, (B ST /NG T B Rl R T RE, N
SRR EM, DRIRESRE, WWREIE. ARt &EmR & a1, &Ry TR s
oI R o

ePO-169
—fil ECMO 25 T &R 85 E 40 AW 40 B i AR SR % R
HMEFRIAT EEMRERNRIE

FEM. BH. HIOR
RN B AR TS0 V8 il X B e

HH il 8 B UURUE & — b5 LR IR) B PRt H HIVG YT A E 25 e . A SCIRRE
AT R AU ORUE VR YT T i

T5iE AR FARIE 7 53847

SR ASHGERIR B —4 43 % 2k, BOONAMES, Jefa ot 2 4, Qi HRCT R4k £
B, B SRR APl SSA btk (+) , i s A A KA FEE
IRRIEDER, D-PAS (+) , AB () , E&GTRE 61, M2 EAEMEE A TIRVE. %8 % %
Ja 28 1 A iR 5 B EE A LA i R A SR T R T (GM-CSF) 150ug B2 RS 2 H, Hik
PRI 5 EAT T A SN K- A RO A AN IR 4 (V-V ECMO) SCRE R 4 Jifi E i 22
GM-CSF 150ug ZALW A 2/ 67 R PP R MEREIR . HRCT. fliZhREM] Rokss, FEVS 18 HWlhis

JE o
S50 I A UTRVIE 5 et ] PR o — 4, RIS IR, B2 ECMO SCFF R4
fili e 51 GM-CSF S AU A2 iR T BLAE AT 8 A ORI A — F o7 i
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ePO-170
Protective Role of BMSCs Treated by HGF in Phosgene-
induced Lung Injury

Yubei Qul. #f Hi 2
1. Zhongshan Hospita
2. S E R R & L ER

Objective To determine whether BMSCs treated by HGF has a stronger ability to promote the
repair of phosgene inhalation lung injury than MSCs alone.

Methods HGF (25ng/mL) was co-cultured with BMSCs for 48h to promote the migration of MSCs.
Sixty male SD rats (180~220g, 4~6 weeks, SPF) were divided into 10 groups including the control
group, the phosgene exposure group (6h, 24h, 48h), the BMSCs treatment group and
BMSCs+HGF treatment group (n=6). MSCs treated by HGF were given to SD rats by tracheal
infusion after phosgene exposure. The degree of lung injury reparation in each group was
compared in terms of lung histopathological score, white blood cell count, protein content and lung
function changes. The expression levels of TNF-a, IL-6, IL-18 and IL-10 in BALF and serum were
measured by ELISA. VEGF and vWF were tested in the same way. The expression of SP-C
MRNA was measured by RT-PCR. The expressions of 3-catenin, SP-C and VE-CAD were
detected by Western blot or immunohistochemistry.

Results Compared with BMSCs treatment group, BMSCs treated by HGF decreased IL-6, IL-
18, TNF-a, VEGF and vWF more significantly while upregulated SP-C, VE-CAD and IL-10
obviously. Moreover, vascular endothelial function and respiratory function were improved.
Meanwhile, the BMSCs+HGF treatment group displayed a significant decrease in the expression
of B-catenin.

Conclusion MSCs and MSCs treated by HGF can repair the secretion function of alveolar epithelial
cells and maintain the integrity of vascular endothelial cells, thus reducing the permeability of
endothelial in lung injury. Moreover, BMSCs treated by HGF has a stronger effect in protecting
phosgene inhalation lung injury mainly by inhibiting Wnt/B-catenin signaling pathway.

ePO-171
AR 2 e B9 18] R 14 il 5 9 B & RILAY #1 MDA-5
PR BZ AN 2 —1

TR R, BRaEB. Bl
J VG R AR 2 B S S 2= g

B ZRMWNLRIZIREE A ER. NIRRT R, HPiiEEE < R0EE, 28
B A TR B R P . BUME B E O 4 AL A 2k 3E Al ( Autoantibodies against the melanoma
differentiation-associated gene,anti-MDA) 5 BHE B IWL 9K 2 A FFPRod gk fi 14 8] Jod PR, Hi R
WP B AN TS o LAB] B PRI o i K R It MDAS BHPE LS, IR S it iR 12 Bl 12
HATEAR

FivE DA TE — 15 DL PRI I Fe 1) (] o Pt 98 9 1 R R I BT MDA-5 BH 4 B JUL 48 9 91 o

SR B, J, 468, B, MK 20 ROK, INEAESNG 10 R7T 202145 3 H 7 HABE. B
20 RRFIZEEHDLEZE, W, kK, KR 38.4°C, EFNARIE. =1, &, %o RAEG
R, BT EIKPURSGEITERME R, 10 KT H I KES MR, AT E PR A, R,
FIEFEH 2. AR 10 REBEARZ L, TREE . RIEFFHRTE . ABifdk: iR 38.5 °C, ik
2 123 Rimin, FEAT; B o PRI E A& Veero &, DU, RiE KBRS E, H
KEEGTRE K. NBEJET. C RMNE A ESR. ULRRELHES M M & 2 s br S5 w, 1. R
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fEH M, MmAL CERTEIIAELBEMES) YWAEIERE; S5 H: pH: 7.48, P02:
77mmHg, PCO02: 34mmHg , PO2/FiO2: 266mmHg; E4ii0FEE IgM. EB JRREPIA =10, Hr
RIBRERE JERE TR . SR IgM: P 7S G SLERiG. MmN TR KRILREHE; IREDR
FUH BRI BIPE; M35 HIV k. FIvE. HARSUGERE TR K. BETME CT ff:
1A B A 2, 2. PGS, 3T S6. ST (HAIMERAR, 48K, RERATATE MRI G5, 1.
JF A S6 AT WK AL w555, HEIRA MRS TRt K. Pubiikil: $t SSA52kd:
FHME. AhThRE: EERAMIESIIRERS . SPAE. PIEE. PUREHARITHIEI . 3t—247 0
K ESPURERI . HT MDAS $Hifk 1gG 1:1000,3% RO-52 Hifk 1gG FitE, ARIHURRTE. 2. 1.
Pt MDA-5 BHH: Bz UL 46 4 e PRt e vk [ B ik s, 2 8 R MR IR, 3 H 28 H 4 Tith e 5] 4
ZERN], H9EE 500mg/d phili. AFREREE 20g/d thdaYY, 3 3 29 HEE B R FAM
NS, PR AN E, S RTIERBET .

51 B MDA-5 BB LA b A st it e v (a2 25 1212, JERVAT o ImIR b DARUIRoRIEPE
() S PEI AR, DRTE R AT P R R PR e R A M S o R R B, 0 IR 3 B B L BT DR IR 1, R
ERIER, THZURIEI RS . — B2, FEUNET MDA-5 ik as, H K kE R
R VR IT LN E L,

ePO-172
Quantification of Paraquat in Biofluids and Tissues by
Ultra-high-Performance Liquid Chromatography tandem
Mass Spectrometry

Jing Mal. yongji Yan?, shuang Li®. giao Ye!
1. Department of Occupational Medicine and Toxicology
2. P E BRI BB
3. HHERERIK

Objective This study aimed to establish an optimized ultra-high performance liquid
chromatography-tandem mass spectrometry (UPLC-MS/MS) method to quantify paraquat in
clinical samples.

Methods The biofluid and tissue samples were obtained from rats with paraquat poisonin at

different time points and stored in a low temperature refrigerator at -80 °C until detection. Body fluid

samples and tissue samples are pre-treated before testing.Paraquat extraction was carried out by
acetonitrile precipitation in biofluid samples and homogenization followed by acetonitrile
precipitation in tissue samples. Chromatographic separation was performed on an Acquity UPLC
BEH HILIC column using a mobile phase of acetonitrile/50 mmol/L ammonium formate and 0.4%
formic acid in a gradient mode.

Results The method was linear over the ranges of 0.3—1000 ug/L in both serum and plasma, 0.5—
1000.0 ug/L in blood, and 1.0-1000.0 ug/L in urine, with correlation coefficients > 0.999. The limits
of detection were 0.1, 0.1, 0.2, and 0.5 pg/L, and the limits of quantification were 0.3, 0.5, 0.5, and
1.0 pg/L for serum, plasma, blood, and urine, respectively. The recovery, intra-day, and inter-day
precision were in the range of 87.9-108.0%, 1.3-12.4%, and 3.6—10.7%, respectively.
Conclusion The method was successfully validated in blood and tissue samples of paraquat-
exposed rats and applied in a patient with paraquat poisoning.
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ePO-173
The Therapeutic Effect of Fenbendazole on Bleomycin-
induced Experimental Pulmonary Fibrosis

Kai Xul23456_ Ningdan Wang23456, Wenyu Zhao!?3456, Guoying Yul23456
1. ] YGRS A R B
2. T AE R B AL R 20 M 20k 5 R 4 I ) B R S A
3. I A A il AR AN T BRI & S =
4. VAT R IR 2 AR = St A B
5. WA LT 4EALAS A GE R X TAE =
6. IiLF Ak =V R T e (122 D

Objective Idiopathic pulmonary fibrosis (IPF) is a chronic, progressive, and fatal interstitial lung
disease with incomplete etiology. In recent years, progress has been made in research on drug
treatment for IPF. Oral antifibrotic drugs pirfenidone and tyrosine kinase inhibitor nintedanib have
been shown to delay the progress of the disease to a certain extent. However, currently, no therapy
could reverse the progression of the disease.Fenbendazole (FBZ) is a benzimidazole compound
that is widely used to expel a variety of intestinal parasites in humans and animals. It has been
reported to have anti-tumor application prospects due to its highly effective antiproliferative activity.
The antiproliferative activity of FBZ mainly comes from its microtubule inhibitory activity and
disruption to glucose metabolism. It is speculated that FBZ has potential antifibrotic activity. In this
study, we aimed to investigate the antifibrotic aspect of FBZ.

Methods Mouse lung fibrosis was induced by single-dose bleomycin tracheal infusion, and drug
intervention was performed by feeding the FBZ-incorporated chow. Mice were sacrificed and lung
tissue samples were collected on day 21 after the BLM challenge. Histopathological examination
was performed by Masson&#39;s trichrome staining of paraffin sections of mouse lung tissues and
Ashcroft scores were evaluated accordingly. Hydroxyproline content in mouse lung tissul was
determined by a microporous colorimetry assay. Immunohistochemistry, western blot and RT-
gPCR were used to detect the protein and mRNA expression levels of a-SMA, type 1 Collagen.
Results The results showed that FBZ treatment blunt bleomycin-induced lung fibrosis in mice
evidenced by Masson&#39;s trichrome staining and hydroxyproline assay of the mouse lung tissue.
In vitro study showed that FBZ inhibited the cell proliferation and migration of human embryo lung
fibroblasts, and induced early apoptosis by causing mitochondrial membrane potential loss. Further
studies showed that FBZ significantly inhibited glucose consumption of human lung fibroblasts,
inhibited TGF-B1-induced ECAR increasing and glycolysis enhancement, activated adenosine
monophosphate-activated protein kinase (AMPK), and reduce hypoxia-inducible factor 1 alpha
(HIF-1a), thereby inhibiting TGF-B1-induced fibroblast-myofibroblast differentiation and collagen
synthesis.

Conclusion In summary, our data suggested that FBZ has the potential as a novel treatment of
pulmonary fibrosis and other fibrotic diseases. Further efforts are needed to investigate the
molecular mechanism of FBZ’s anti-fibrotic property to promote its repurposing against fibrotic
disease.

136



Hh AR S B - e ) S A s 2 R 2 I 5

ePO-174

R M AT HE AL PR 1B Bt B R s U R ST R T

FIEH HHAH
AR S PR R b R B B

B H 3k v 21 g R) 5 M ilised - (progressive fibrosing interstitial lung diseases, PF-ILDs) &
FE—HA R R B SUG I ge e, DAIESse G A dedbadt Jg . hTh e etiE, R NEAT
PETT IVERPIR R e ARSI AL, BRI AEER IS R, R R PRI A 4L R AR
PEB 2 — o XA AR R EREAE R AR L A AR, (BE AR AN AR 44 1) & e i A2
TELEALE, DAL TG B Y — s R .

Frik ASCHE PF-ILDs (15 X MRS I 5, DU FDK IR FTE PR-ILDs 1) H SRR FEEAT
ZRIR, DR ERIX AL AR .

8 PF-ILDs ® X T —HEA S IPF RUlryidt A 4 R 20 ILDs. X700 KA ], 5
TERPRGERIR il 2R g A0 R A R LR DA A B Tl s 7 T B — e L R REIE . DARCAF 4E40
Pt 4eiezs ), BFEREemA it 9E J8 B nT BLfE X A B E Rk s, HF AKGE
i

518 PF-ILDs [P0 208 AR A T 1H0 2 5 Bk a2 W7, AR TR 5P ILDs (1 [R5 i #E
i, FE T4 ILDs M2 Wi AP0, (A ERNE, WA ILDs B2 Wit o 2R
NFEZ 2] PR-ILDs BIANFENR K, BAS R —FhBim A R R R A, DL K [R)— B8 3 AN R B B
JiT A At P8 1) 22 S RVERAE AN TR LAR o TS0 i R P 18 R I 4 R AL R T ILDs BB,
YU A AL I TT 53R a0, T EA . R ARG =GR .

ePO-175

B A SR B SR MM AECRTRER

W T, Iy 2
L. BB SE  R AL
2. F SIS R A MR T b

B A 5 8 AN ELRE S| AT R I, 75 1 B S B AT 20K A % ) Joi P8 il s
ULAERBE UKL, — e AR B 28 55 SR A VE I £T4EAL (IPFD SR93 R 15 32k Ji ARG 189
AR IPF &R XA B AR BEAT PR T AR AR, 000 350 5 A5 R il 4L 2 T 52 338 11 [ Jid
PERl R R, IXEERERR USSR A, R AU E. Aafimd. Sk, e
o DR S5RAE . ASCRK S5 & B N AR ERIR IRV M 255 5 IPF B Tt
Tk ik
S53R \PF (000 LUt e 5 R 52 IR IOV RN 8 2 5 2 RV X2 25 O OR IR, A< b 42
A HARHEPUR R, Afikrd. s U R E R Z NS G R R,
HIATI IR 75 25 22 JAT IR 20 TOUE S SRR DL AN B B 57 5 IPF B 2 MM BRI &R . TR IPF 1K
TINLE AR s B BN RO R B R 36, 2 IPF RS, PR AR REUET LM E
BRIy T T IPF BRIRANEERE,  PPALRS E WO AR S 28 52 A SEBRsmi, 5 0R /5 AR TR
M NBEREAS P AT IR AR
S50 IPF FRA LB 1k J 5 58 TR AR 58 2 i 2 (R A7AE S35 RO SR BEG, B4R S 22
A HARHEHUR R, Alkra. Rk LSRR R E R Z A S s R R . H
RIS OR 75 28 0 2 AT AW TR SCRF PO R B B2 8 5 IPF B 2 TR IR R &R . T IPF (%
AL LSBT K BN AR R R IR &, 2 IPF B2, Wpisom R AR E . RIHTIRE
S EER Ty N T TR IPF RUARRAIEERE, AR € O AR 5 2 3R 1 SEPRizm,  5R 7R EAE K
I NBEREAS AT IR AR
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ePO-176
Progressive Interstitial Lung Disease in Hypomyopathic
Dermatomyositis During the COVID 2019 Pandemic: a case
report

Wenmei Zhang
Shanghai Jiao Tong University Affiliated Sixth People’s Hospital

Objective Clinically amyopathic dermatomyositis is characterized by typical skin lesions but no
(amyopathic) or subclinical (hypomyopathic) evidence of muscle involvement. Progressive
interstitial lung disease could occur in such patients. Patients with comorbid with interstitial lung
disease have much worse prognosis. Diagnosis of such a condition represents a challenge during
the SARS-CoV-2 pandemic, since severe acute respiratory syndrome and ground-glass
attenuation on chest computed tomography could be the presenting features in both conditions.
The index patient in this case report (a 45-year-old woman with amyopathic dermatomyositis) was
transferred to use with acute onset of fever, dyspnea, and abnormal lung findings on computed
tomography in February 2020. PCR testing for SARS-CoV-2 was not available at the time. Chest
CT scans revealed non-specific manifestations that could be either the signs of intestinal lung
disease or SARS-CoV-2 infection. The ratio of lactate dehydrogenase isoenzyme 3 to total lactate
dehydrogenase was elevated; the ratio of lactate dehydrogenase isoenzyme 1 to total lactate
dehydrogenase was reduced. We speculate that the altered LDH isoenzyme pattern may be an
early biomarker for co-occurrence of clinically amyopathic dermatomyositis and interstitial lung
disease.

Methods serum LDH test

Results elevated ratio of LDH3 and reduced ratio of LDH1 to total LDH could be useful in the
diagnosis of CADM-ILD, particularly during the SARS-CoV-2 pandemic.

Conclusion Increased LDH1 and decreased LDH3 ratio to total LDH may suggest CADM-ILD.

ePO-177

HYRGAMEZNAZ TS MEREE 1 RS

2RI
HETH - ARER (ZR% A RERD

B TR ZE M 22 1005 28 I PR B BEARRAE , 5 v XoF PRI ZE Ff A 078 1402 W B S 112 Wi JEL B 5
FE BB 1B U S IRIKCA VR, RN RS, SWiisWoniiditz, HiE2Wnmg
it 22 I 98 (PG R BERE T 45 6 SCHRRIZ 2T, B il R 28 i ik 22 1L 48 2% I RSR BRI IR

G BHEVF XX, Ltk 63 %, kI LHFER, MNE 10 /K"T 2020-08-25 \Fi, P REE
MG MRS S B, FReRME, MR E, EARAMIEA SRR, SRR, T
R, O RIEWZ . AP A . UL RS, IREkizshnl, AHRZMREE, MTEE,
LRI FH, OEAEARRILAZ RS . AR HR: 0%FH+CRP: WBC 11.91x10M9/L, L
1.42x10"9/L, N % 82.8%, Hb 81g/L, CRP 140.2mg/L, ESR 64mm/h; PCT:0.10ng/ml ; H &
POAKEI: PUERAR 3 A BE CT 7k X2 & AR KE B, A& EMSc5E4%s, A
il N 43*24mm [HEE, %] WABRIATR . R S S A IR RS RS W P R LR
F LASR BIHA T IRIGYT SRR rl e . BRI A 4T 2020-08-31 B AN AR, A NI i
TN FYERFERICLE RS, SR4EMAEE A, RE AN A b R 4 R, BUEA B2 AZ B4,
BT A SREAR o A7 il T e ek 28 B i 28 VS A B b B R 2 435 0% 12k PR 2 B 48 IR 3R
ZEE LW RN, JEEIRAUREL, ANCA A M 4 2
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ZEEATE G TR, SRR E, HR RS EIRIZETINE, B2 E ERER, &&2
W R ZEIE 2 8 5, DA I & D ARG )T .

5k WEFMEZ ME R (GPA) & —Ft RGNE H B G MBI AL &5 B vl 52 28 IR IE L il e
BB Mo 13 GPA LAY — M LR (HIT SR ORI 2 1Y) GPA T ] #3118, GPA 1112
AABE R GPA [ IARIRAMAEA B A BUBYEARF 1, AT KGRI, WH L GRER I
S, MR, hHR B iR, MR, R R AR S I R e
Tk BERRIL: BOASARRILZHRE, WA, PR IREori@VE A AR o i i i, LK
FT TSGR, HBORS AR G % . A RERI: IRAMVURRST . BE M 8 k55
RESARMERIL: SRR ARG MARZdn . MBI 28 . B E RS ARG LR NS
RIGRRIL, 2 RGHE, EREITR R IR AR, O 56 P — ol Il R R B R A 9
15, (RISt S0 Tt A2 Bk PR IR B . I RERILAIAIR, B2 k12 .
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ik R, B, 4RI SAE Y IRAT A M A AR+ A I R R VIR R, REWREEUE, 1
SRR R TR R AT N, TSR R AR N R 70%, HE CT $#2A4 IiiAAE i
INSEAR, PUEYL . R TRIT R, WSS KT, 7 A RiiT AR, SRR S
RSN VLIS B K, BEAREKEIEOLE, e MEHE, Mgz N, 3 Hrrlss CT
FoRA RIS, ATSCRE BRI R R WS EHE R RN R B 1 H G 3 JE S N,
HEME CT A2 KR RN L, MIheiR A 2B ThAEREMS, Bal R

SR HZEE AR B A BT Bl A BT AR IR A, B R A R
PR il 26 o

gEW RS A A 518 1 I A AR A 2 Th 43 N PR FE R 41 S U R 7B iE (BOS) TP il 14 F% ALt % T &
HAE (RAS) , RAS HURHERIL T ZONM B 4t 4e38 4 (PPFE) , #4% RAS AIREIRGEE
FINRIUN 2L 4 = VLT 2 (AFOP)

ePO-179
Efficacy of tocilizumab in treating patients with severe and
critical COVID-19 pneumonia: a systematic review with
meta-analysis

Chen Yu . CHI SHAO. XIANGNING LIU. Hui Huang
Peking union medical college hospital

Objective To systematically review the clinical outcomes of severe coronavirus disease 2019
(COVID-19) pneumonia patients who were treated with tocilizumab.

Methods A systematic literature search of the MEDLINE, EMBASE, Scopus, clinicaltrials.gov, and
the Cochrane Central Register of Controlled Trials was conducted. Eligible studies were
randomized controlled trials or observational studies that evaluated the rate of mechanical
ventilation and 28-day mortality of patients with severe COVID-19 treated with tocilizumab.
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Results The literature search resulted in a total of 3964 articles that was reduced to 3419 after
removal of duplicates. No additional study was identified by manual search. 3345 articles were
excluded after the title and abstract screening leaving 74 articles for full-text examination. Finally,
15 studies were included in quantitative analysis. Patients treated with tocilizumab had a
significantly reduced rate of mechanical ventilation ( P < 0.05), and 28-day (P < 0.001) mortality
compared to standard of care. Adverse effects of tocilizumab mainly include secondary infection,
hepatotoxicity, and abnormal lipid metabolism.

Conclusion Tocilizumab could reduce mortality and mechanical ventilation to patients with severe
COVID-19 pneumonia

ePO-180
TH RSB 5 TGF-B BRI AR AL 4 LR 5
RSB ERBERFSHMALENL

R RRAUT. RS, kEZ
e R S R B 2 e B [R5 1 e

B i R PRI 41 (idiopathic pulmonary fibrosis, IPF) J&—7ft i AN JE K 51 AR 18 1k . BEAT L
YA R BT M o R AR ML 5 R T AR A P ) 0 FE R A G TR B A OC . MR JERE, 1R N —Fhdit
WEEdy, BRAPRIMEH, KM, HAAE IPF RERMAERE. A5 3 ZHE 50 M e
(Nitazoxanide) X1k 8 2175 5110/ BRI A543 R 4T AL R BE Q5o s JdE— D4R T hrmae JE e 5o B 41
A 20 B A S 2R B A DR 0T WA TR 2 ), DA D H 7 i e JE AR v o I 2 A A e s (XA FH AL
FiE MEECSRER G S/ RN 4Eb i, B A R/NR 2 ML R4 Saline 41, DMSO 4,
BLM+DMSO 4, BLM+Nitazoxanide 41. fEiE#J5 % 2 RLMKEIEN % T Nitazoxanide %)
(40mg/kg, BERE— KAL) , W 21 RgWHUmAEZ, 45k H H&E. Sirius Red . Masson %%
)% Ashcroft P3Pl /N R ITZHZ A 4E A REE s SR Western Blot A1 gPCR £l Nitazoxanide
Xof Bt 2L 2R 51 3 AR AE AR S FR AR R IE AT RS2 o FEARARSEGH,  SRE/N BRI IE 5 N AR R £ 24 4
Jfl, FIH Nitazoxanide 1 TGFB1 Ab# AT 4E4EM, A5l Nitazoxanide X BT 4EAH % A4 ) 5
1)
&R 59 Nitazoxanide A FEAAHLL, /N ZH 20 By .45 558 B Nitazoxanide 7] B B 18k 55
RIE SN RIBIR A AR, 4HH /R AR 5 1 R I B sk s [FIEE Western Blot Al
gPCR 7 Nitazoxanide J&J7 FJB#(KZH41+ Collagen I. Fibronectin 2 mRNA £ik/KF,
Ashcroft ¥ 7 [A #f & 7R Nitazoxanide jf 97 2153 75 5K« 76/ BRI N JE AR A £F 4 40 i o
Nitazoxanide 7] B &2 [£ ik TGFR1 75 5 1 e 4F 4E4i g iS4k, Western Blot fil gPCR # B Collagen I+
Fibronectin. a-SMA f{ZIE7KF-BH & FFAK .
£518 Nitazoxanide d i #1151 414 41 M i 14 S 40 B 48 53 6 1 70 W SR DRk 8 1R 2 25 15 2 1 /D U 3%
R AT, B4 YA 7 1EH . Nitazoxanide 7E BLM 755 (1) /)N BB TR i g iiF B 2 2 4
HLif 32 B, Bk Nitazoxanide 7 68 T 1 & 51 IPF Y697 2540
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ePO-181

fi%E R R AYE R M —FIH I RE S

R Btk SKAKZL. Gk ZEHERD. K. s
V4 22 S R 2 5 R R

B PRUTBA3 r JE B 25 Wk 1) J5 1 e 28 (11 RS

T BE N 75 B EE LN, 18 AR R iy L 2252 T R EE BRAT IES CT 484 il NI AL
MR REHE, TR B AT A R R R s e, A B R AR . ARG A
MELLERERS, IR AR MR R 19-del 4%, 16 AT 4G 1 A 5 RIRFTE % e 40mg/H ifi
77, M54, 8 ANEERMM CT, 45 RIERIERTA /N, SRt et 2 Hartml i
BEMIAE, WwalENE, KSR, ooz, JokA e, Jooft, whiz TREZEN
CSEZGIR ALK, 5 RERTEE R TR, ABtE SE S VS B A, R AU BT e
Ve PRI . b AR B IR . P DME I RE R B, JFRL9RJE 40mg 2 U/ H st 4
LA R AGRTT IR, BT LR JE e 50mg HIR. FUIRk 1 f5 B A #E CT 4L
AIBF e, g R 40mg Dk 1A RTICH R B, MRk E 38.5°C, UM, fEed =7,
FZ T SR T LR PURSGATT 3 R, MO, BN CT 5 w2 5 B B R AL W X
AR | BRI e . 45 B DIRBOGH &R, &SRR, fim
MNGS ESN R Al 7B G, A 28 BTG HUEREIRYT, BB R IRIZ AP 1
GER VAR JRAFAE T S SR 2GR IR) ST P i 2 R S, 3% — XUBS: BRAREIC (0.87%-1.5%) , {HZ
—HIMH, BUEREIE 26%-66%. BORFEBCKFIERER T AR, FHRET EUE R
. WEIIN R, R R IR 25 Rl PR S e ST - PR £ R e

G50 FL B e AR R SR 25 W a] S5 Ak il 28 AR XU AN s JE T3, BRIR T A 2%, IR
RIT RLH AT .

ePO-182

Sr4h 4R L9 M X e 18] R M A AR TR Y Il R T

U INE
HATE - ANRER (ZRENRERD

B BRIBELT R (RA) . RGEVEL TR (SLE). RGPEREILAE(SS). KL% (DM)/Z KAENLAL
(PM). SREMEEH % (AS) S 4 Witk 7 S BUMAESZ 2, B IS PE A 3, ™ R 2 4
HIFAR ST (CTD-ILD) HIfi)E, & S8 CTD-ILD BE T E B E 2 —. W&
PR CT (HRCT) =2 —Mfiisa g4, EEME. LB IS Z AR E T B . AT
H FI7E T B8 HRCT 7 CTD-ILD et e & W /e, R FEX I HRCT EAF/EiE e
CTD-ILD &3 AT MR BE U A H0ATT, DAMEZELZEF{K CTD-ILD (AR BT 2

TrvE W 45 4 20 SRR O ) o VT8 S5 38 AN R B B B30 HRCT,  JHAR¥E HRCT 1E S HIAN A,
P B E RS RAE T HRCT o] WWIEmE . S W AR HRCT E 4550wk & 2 (Rl A
Ktk

g5 K2 50%IM &5 4 H V0 g R A T AR E R R e e e, B UM RAET
CT mI LAt o B 5T Pl i v B 5 — R AIIG D e A A B D BR IR A ¢ . I8 G vt 43 i & 3
Ha HRCT ()5 VR A% ARG R R 20 A, LA S SR 2R 1) i P i 4 )™ B s u )2 CTD-ILD it e
FHICI fE B R 25

gE R 4 2 A 205 B 4 2 2H 4393 A SR 1) S PR e 1 RS AT IR HRCT puks & 5 Em, A B
FRIIEIEIT WK PRI HRCT v WLl , 2wt e, dosBE s,
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ePO-183

& MR 4E(L B E B SR RIS R X R TR 5

X
BB RS — IR BB

BB X545 & E 41 4E4k 5 3 (Idiopathic pulmonary fibrosis , IPF)iE, IPAF L& 24T E I
H S UG AR B A . ASCEIE AT PUARBH R IPF S35 5 BPER IPF 55 9 28 8] R PR
fE SIS A A A S HRCT KRB, HEATWALGIEL, FHo0 M7 IPF B35 B B HUARBH X6 35 s,
H B8 B S PR IPF o §f R & S TSR«

FiE [EEE AT R B R — BB EEBE A 2012 4F 1 H 3 2018 4F 1 H & Xzl IPF [t A3k 95
B, TN B G R TR K BE VT AE A 0L, FREH SPSS21.0 Git- /A4t 47 4 441, kaplan
meier ZE77 I ZR AL PRALER Z SET- R, COX LA XU RR HRY % 141 56 S IR 25

LR DIPF B AR AELEN 38.9942.91 ANF, BEREVINE, M- AH 39 A, T
59.1%. HSHiiRBAMEA S AAL, PIAEIEFEES . YA WO e SE0 S A A 7 i 35 0 B B
it 2R (P>0.05) , MiZhAgk#rn] ). DLCOpred%. FEV1pred% & FVCpred% /7 A A 4iit
2R (P<0.05) , HSPUABHTELL T, Fois CT R g EME L T A S Pkt
2 (P/MF0.05) .

@kaplan meier A7 M2k 2on B S PR A TG T4 (P<0.05) , FHYEANAFER
J7 T A EAAEHIREZER (P>0.05) o IPF &EEPHARGT 7 ALY B4 7= L (P>0.05) .
QBRI EF I Z K2 COX L XU [31 )= 43 # 45 F 5o B & PiiARH 14 (HR=0.686,p = 0.006). 4F
# (HR=1.101, P<0.001) . "W (HR=1.059, P=0.021) . DLCOpred% (HR=0.966,P<
0.001) . FEVi1pred% (HR=0.981,P<<0.001) PL} FVCpred% (HR=0.992,P<<0.001) #& IPF &
FAET-HIMOL G R, Hd B &Pk, DLCOpred%. FEVipred%ll}: FVCpred% 55
IEFHDG, E0E SRR TS fa R 2R

g5 IPF 35 ANCA B IPAF I35 5 H ST A2 2L 3R S04 (1) T fs 45 )R

ePO-184
MM R B EREATREMMHEE BB ER MR EL
A& REmSR 1 B

e, KoM
nHAS - NRER

B R PITERE R B IR TR i SR A AR e B ST gt RRE IR 2 7T RE S A o

TiiE REE T 1 BIS KGR E R E R B IR BTG R R Ml L B e e B i S SOl
R R IO R BB, I 5 S A R STHR, 0 2 i A8 it B s A DR A

SR BETIREMIERER B IERE 15 A S VLA SR = ), 5556 S A A 4R I
BRIAE S WUSEETT =, 1 I PERE R B IR BRI, 224N AMBORTT . BRI JR NG R, B A b
JR SIS IEH, B REPITEE R B AR AR TSR AR S A SO -

gk PIEER B IRSUAT S EURH AL S BRSOV MR, I R 2 A vh /5 RO 8 A C LA
P, 0 EE AR T S LR
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ePO-185

B Bt AR B N E R A B EE — RAFSER S

K, skEE. KB M. ANVEH. FE KOOE. BRE
PRI BERE RS P R B2 B

B A2 R —ARIFE AR (MNGS) 7 18] 5 P it 55 St in 2 30 iR Ak o A, BARCE XS
V) Jo P s = o = 34T 042 IR A

Jrig [mlEE 4T 2019 48 11 H 25 HE 2021 45 5 H 14 HAGMEERFK 2B B2 i PRI 5 £ B E s 2
AT SR N E RS 25 1. 53 134, & 124, HiFERCN 69 (42, 82) %, AT
mNGS il (DNA+RNA) . W MBAEM N (B55:. PCR. $iik) o 24T mNGS 45 5175 | i
P U R JE AR > A I DL, P<0.05 N R A Giih = e

L1 mMNGS PR AR F EAFERI 16 B FEEDl 5 6. Mk 3 6. Mg sldgl 141, 25 i
BEILK 42 o AR, HPREE 48.2%. 4 35.5%. H B 16.3%. JiJRIE A EE N AN
PIREE 4 B (36.0%) . AR 5 A (32.0%) . AR 1 A (24.0%) . HE KA
T (20.0%) . AKBEZHT 7 B (20.0%) . AEOSEKE (20.0%) . Bl AT H
(16.0%) . HaifZhie 1 & (12.0%) . MSAZTFE (12.0%) . 403 E (8.0%) . K%
RE (8.0%) . ABJEBEHE 6B  (8.0%) . E-FIFSEKE (8.0%) . 4 i (o4 & BR i
(8.0%) . JEIH&ERE (8.0%) « KIFIEAE (8.0%) . HH%) 16.7%I1) Hi A gl 15 K,
7] 83.3% NiR G YL, IRA Y EERACH L ERAME+EHEH R (46.7%) . JE -+
(46.7%)  HME+HEE (6.7%)  SHENEAEDERIFHIL, mNGS failll i BUstEig R 7 32.9%
(56.5% vs 23.6%) , HRME LIt FER (71.2% vs 70.9%) . %, ] 72.3%1 B EHEIE
MNGS 45 3T TR H P e 2R, Hh4) 23.3% N 345, 76.7% NS F/EZER. 464.8%
(143 TE J 1A i A o O 0 1 2 2t B o

258 mMNGS ERIIAE BT (8] PR itops 2 o =5 8005 IR AR SR T iz e, 78— e R ] DAAR AL Pk
PIRIT % TART R, S REHUE .

ePO-186

SEBHEAT B SRS MMET AR 1 BIREH R E

rIAAE . B, Rige. AT
JINBE RSB R 2R — BR B

H B HEEM % ( severe pneumonia, SP)ZIfAKH WL EREARR 2 —, AIPRREIREELRE,
2 F 28 ThREE M AETS, —ENRAE R mik 27%, R T 7% 3 A o 7T 7 A K I R BB I 3¢
HRIBIT, WREMEY L R D MFRE T, iEThaERal, SECEEHARIThRERS, B
ZRAEEBEFAR AL ST, BRI NZIEThRERRT . A 05058 i 26 b4 R A 5 72 FORE A 48 1k
T E a7 BE B ThRE RS .

FiE —fi 89 W HELHEEMAKE I EE, hTRKUBAEMEH T 2rIAER, HBUKFE, I
EARH, BT 16SIDNA B AR I Z B3 IR AEYRE, R I  17 10 B T B ™ EE O
B B RS = KRR T ok F (R B R 2 5, R B B R R AT AR A S )
B A A R

GER Xt A T I A S B B Bk, P RS M A DL, R AR A PR K
HIEHE, METAZATE, C RMNEAWE FFE. BRINAR LRI EEGERBSHERY 5, &
BRI HOERET N B2 IEH AT, BATI N W g A % 1 T 51 S S A A DK R B, E
T8 B B A ] G X R
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G5 SR HAT DL TR TR WAL 2 W0 B, 3 e, WM AR IR
Bi, P MRS, WA B AR S BUR T T B

ePO-187
. MDAS #ik 1gG PRI RYBZ A2 & F 8] Br it fbiw 1 B3 3CikE
7]

MET 2, mBkl BRocEs L
1. BRI —ERBE
2. MR BERER

B LR — KRB R RSO, R B R 5 ) B B e e s, o FF A b ) o s A%
VT A SRR 22 R IR WL 56 BB AR P AFAE L2 R e e o pk , b b B A IR A SRR R b Bt ik 5 i
(B) 53 5 A2 G H g2 ot il R 5T AR S ARG, BT MDASB HUMRAH G B 98 RS AR K]
WL RP-ILD, B R S0 T RORAE, JET-Zm . B NG T I ATRE 2
W R ERE R TR vl . S8 E SRR, JAKS A %, T L OB M SR E >

Tk B, &, 665, FZGWERZH AT 2020 45 10 7 18 HAMIRANATT . AT X
HE JE 7K i i SR 2 B e, XT3 v g (B) ST A G A B2 9% DURIL . LBk T IE® (B 2) &
10 H 21 HE AR CT (& 3) 75 M ifi 75 J& BE B 3es s k- B i SeAs HE e, A5 T iy By e vek (&
4) ;. GEVBEAMHED SR RkEas) 90%, HAML) 10%., ST EERBER (& 5)
ARG S oy TV BB AR e v Sa fE DR A RZAEB H  FrRMER IR IER: ANA 155K LI
. WIARE 17 . §1 MDAS $Hifk 1gG: ++. 12 A 18 HE & LE§: LDH553.00U/L. AST 74U/L.
CK-MB 29.90U/L. {£Rij5 10 H 21 H% 10 H 27 H ¥ H 58k 40mg 2 IX/H, #3% 10 H 28 HRE®&
JEREWKE TR 60%LE4L, TadMizhk CTPA (K 6) $en/e T mAS Ry A 3k, Wkt Tt
A AR,

58 10 H 28 HE 10 H 30 HFH 3% 160mg 2 %/H, FHhnFIEBE 0.2g9 1 kI, B
5mg 2 R/H, BEEEIRICH B GE, FIBRFNEWAR L%, 10 H 30 H% 11 A 01 HH
SR E 500mg 1/ Hbdivayr. 11 4 02 HE 11 A 17 H W s fe &4 FFE 40-80mg 2 &/ H #t
%o 11 H 13 H [K] £ 35 WP R 3ETC vk 4 RRE AN FE AT S UIIF, PR LA PSIMV FI02 50-70%,
PC/PEEP 14/6mmH20 PIP 23-26mmH20, MV 7.2-11.9L, C/R 21.1-29.5/2-10, W< & 278-
481ml, [EWrF & H'E _FIRE 0-0.2ug/kg/min, 11 H 18 HZ 11 H 27 HH B 4EFFF 60-80mg 1
WIH. 11 A 26 HEEMHERA . 11 A 28 H&E 12 A 07 H H5a ik 2 30mg 1 %/
H. 12 H 14 HIBREVIFES, WEREEEOMAT, R WP AR

8 JAKI E NI LS R IR YT J738, 1R/ SCERAPIESE 1 HA 20k, nIE A B IR R Il —
W75 XTI BNATT, R EER FE AAT 2 — &, (A R RW A2 AN AT 2088 ) — 51
9o MLAESR AN S AR FI IR A T2 Bk R, HREMRM TR SR, X
L ZGWTE B2 L9 T3 B AE R SR 22 2 AN ] gk 1 a3
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ePO-188
CAMP/PKA 11 IR EHZ R BT N 355 NLRP3 RRE/ M HERS
| B8 E R AR AR T RO RN —— R AT 4E (L SRAL BIB9S

PR A
P 77 BEARER 27 J5 BE B

B R P50 St 1 B ity S 2 PR T il AT A EE B R AL . 2 IR SR, B
BEHE NLRP3 &E/ MG S5 T 2 Mt g, UUERIUEAN cAMP/PKA I8 B 1 L 1 GE B 40
#il NLRP3 2 /MBI . RIULFRATEN, PBMRIEE S 11 B _E R 400 NLRP3 J&RE/MASL
W AR 1 AU B AT, INE AT 4ELL, T cAMP/PKA RS E R A S0 P R RN 05
S NLRP3 RIE/NREIE, ZMERTLF L. ARG, WM. NLRP3 & JE /MMA
CAMP/PKA % A EAE R R &R,  BAKOGE 1 Ry b p 4r o At 4T A i) s, S oR I £ 4 AL B A
TBITAE R

Frid RN SELS, ¥ 20 W C57BLIGI /NERBENL Y K 2 41, Control 41 (WAL EK) « BLM
H (RENRAIEKEEZR, bleomycin, 5mg/kg) . 4 A5, A0/, BUAMHS T, K
HYI R HE 4t Masson Jett, G AR IIAE G SR AMERIE,  SsZ o eIl & 1 1R 2 e 47 1 1
Wlo RANSZEG, S N AL e L Y 40 AS49 4 &R, Western blot £l #H 3 & %1%, RT-PCR
ARG mMRNA £k, LDH Bt CCK8 Rl AHMust T 20 Pl G 2 YA U AH 197 2 1 1 3 e
A& dL. ELISA KM cAMP R34

g5 RNSLE, 5 Control ZHAHLEL, HEAALIESE, BLM FF PG SR IC B . NLRP3 Z85E /)
AR E A PKA SAEME XIS h R 5. et —PiEse T Wi B, NLRP3 280
IMALL K. cAMP/PKA JEEGLE BLM 4LHb 1 T Fliye b i A (e A ARG R o ARAMSEES, R
WM R HE AS49 4Hffil NLRP3 #E/IMAREIE L& cAMP/PKA @ BEI0E, 755 AB49 AT
CAMP/PKA & # () LR H NLRP3 Z&5E/NARBE , Sl o9 B I N 05 S 4 e, T
CAMP/PKA i i3t — 2D A2 3t N J53 X 205 511 AB49 il AT

250 A5 BB 3 NLRP3 28 /IMAGE 233k 1 7R iy b 2 40 e NLRP3 28 i /MG, (e dk4
MufETs, InEMTAF4Etk. [FR, cAMP/PKA 8@ B 6 SR 15 P95 RS 5 NLRP3 28 A /MABIE
PO 1 R R A AT, SRARMT AT 4ELL

ePO-189
i) R 4 4, 5 i AR O 3£ 5 T RIRORTIA IR
%ﬁ@glgaﬂ@%

B BRI il ) 57 21 A4 Bt 1 R ML A 3 1 5 AN ]

Frid A AT A AR ] o £F 4 Ak 5 i 0 3 1 5 AN [0 1) st g

B oIPF & I: e R 2. 1697 Pk

B T RHLEIAR, SHEIT IR R B

«H BIBL 4 e 2 B — e puis e -

gt

IPF & it — /NG B, IPF&IE S sl e milEska, 1PF 18 Ao AL
H1 IPF 55l () 005 v REAZAE M R AL RLE RS . FE R = 0 M4 78 NSCLC F1 IPF JL[A] i
K, KEGG &% & £l 5 IPF RFZIRIESIERE, WM 32 5105 E & sl b
WA A R 5 e R AR R B B AR

SHYSEEe R R a4k 51 2 B3 (Epithelial cell transformation-2, ECT2) ,
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SRR R B RN, 76 0 B E R ECT2 M R AE M ZRIE ot . SEIG MR AR 4tk b, ity 1 3
bz (ATID $4{EH3RI8 ECT2 K.

IPF & i 3 NGy o AL T35, B BRI R T IPF i 250 e S 25l LA Bt
Jrbeg s AT AR o B 3 AR AL AR, SHEITMIT R A L BT, Pier 4z
HA — e Pus /8 F sl s it 10 R A2, 5 Ah—Se TR (0 25905 ) o — SRS R YT I 259, T RE
S HA P GENRIZIY), ASTHEAS T B R] Y 28 K R 28 .

ePO-190
ZEERLA R IR X M B R T R A i B E R L fR 5 76
BEKEHEXTHAR

ARz BR¥. BRigdE. BRMefE. REL MR
P R 2 PR 2 e Y s s e B e

B SR iR A v (RDW) 7K 18 &5 4 41 23 AH S 1 (R B M i (CTD-ILD) &%
HH G AR -

Fig AT T T R R SEEERE 2017 4F 2 H & 2020 £ 2 A 0 T RMERL K 213 1 CTD-
ILD &A1 97 575 ILD 1) CTD &3 . BFHRIIGIRTRE, BFEERN. F. E . ABEh §sLLs
LA D 6 S 505 MR B8 8 20 O A0d e p R4S, FXT CTD-ILD &3 dh AT AE A7 BE I -

Z5E CTD-ILD HE ) RDW /KFEZEE T ILD ) CTD ## (14.20+1.45%vs13.57+1.38%),
P<0.001) . RDW /K ZREHM L (ROC) FHf N 064 (95%CIl: 0.57~0.70,
P<0.001) . %% CTD-ILD 57 ILD () CTD ) RDW Il 748 A 13.95%, HA4% 5 A R 8UE 57N
55.9%f1 70.1%. Pearson f<#1iE~, RDW [N DLCO & HiME & 4 L PR 2 B3 1
5% (r=-0.211, P=0.002) . ERRIBZHNEJG, COX Hufl XS [EH 5087 278, RDW &5 CTD-
ILD HFHEA LML R (HR: 1.495, 95%CI: 1.210~1.846, P<0.001) . il CTD-ILD ##
171 RDW A£G FHE N 14.05%, H ROC ik F A 0.78 (95%Cl: 0.72~0.84, P<0.001) .
P2 (RDW>14.05%7F1 RDW<14.05%) EAFZ %4 log-rank il B E 2R (p<0.001)
54 RDW 7£ CTD-ILD & Fk-FiiE, H'5 DLCO SHiiME i 4 tb B /i AH55 . RDW A fESE 2 i
CTD-ILD 535973 15 ™ 5 A% B AN 70 117 25 82 1 37 2E b 40

ePO-191
REEE " M FEE R RE R B E PR AN E

PEBHLE L3, Fkeig 24, WA L. MERAE L. HakoE !
1. A UK B S A S I it
2. P PR 24 K S P P I A A B IR PR 5 S Bt
3. MR TTEEANRER
4. THT A B

H I i 224 005 (metagenomic next generation sequencing, mNGS) £ [a] i 14 iy
% Cinterstitial lung disease, 1LD) A fiifR 4L g vb i S A

J5i BB 2B 2018 4 1 H % 2019 4F 8 H e 5K R 2% Bt it I8 ik = e R -5 1 BEAE I8 24 R hii
BB, 2WN ILD fRERGL R BImR . 9080 % A B e vokl, IR RdbE v . AR 2 ik
17 mNGS #&ll, 438 mNGS AUFIRT 2 . 0 #7 LR P4l B AR LRI AR PR, mNGS 21 &35 il
TR IEARI A SR L mNGS Rl S E G R AE R - 1 %2 % . RA Kaplan-Meier
Cox [al AR 73 My 5 A2 A7 LTS R 3R . A et 2R SPSS23.00 Geit- B AT 34T 20T -
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EEL AN 63 i ILD R Ef e s, b mNGS 41 20 %1, %tHEZH 43 . mNGS 41 5% a4
XTEG, ok R 2H 3 A A 5 PR 28 Cusual interstitial pneumonia, UIP) BUHEZ IR 2T mNGS 41
(P=0.036) ; MNGS #1{FBehfE) 8K T X4 (P=0.002) , {HAELFREE & T XA
(P=0.024) . mNGS 4+, RAZAEMBHEDNR 1461, & LAE NEEERE (n=5) , JHEEN
EB #E (n=5) , HWNAMGELRE (n=3) ; XHAsEMW 6 5, HAeaS A FE (n=2) , EB
REMBEAIFES (n=3) , MWHHERE (n=2) . mNGS KIPHMEZ (17/20, 85%) W& & T1&
Gum R E B FE (820, 40%) , ZERHASIHFE L (P=0.003) . 8 Il HFHHIEMAYR: 3+
FHME, mNGS FMIABHME; 12 )8 F 5 EMAE YRR, mNGS Rl 9 #iIBH!:. Kaplan-
Meier AEA743 0T 878 mMNGS LB F A A IR B ek, ZRBEAg0EE L (P=0.031)
LR E Cox A4 A BAMNE M A it 2. ALERIEBE (lactate dehydrogenase, LDH) . F&45
. AAEE. WAEREAMET . mNGS 5 ILD fhEkiyedg EFEnEE X% (P E2HN
0.016. 0.021. 0.006. 0.017. 0.029 1 0.038) ; £[KZ& Cox [FIJH4HT & /RILiF LDH /K (HR
1.002, 95% Cl 1.001~1.004, P=0.011) Al mNGS #ll (HR 2.711, 95% CI| 1.105~6.647,
P=0.029) #& ILD f/8g% B35 A A7 B T R 28

£E10 mNGS Kl AT DA K s R H B A ILD PRI B B0 R, 48 S IR A2 A BT U SLIR T
MR S B AR, B EETS.

eP0O-192

R X5 AAR X (B B b AR e i R M T HE (L RV I PR 534

XL

BRI R BE

B BRI 2R ST 98 A O B) S5 14 At s A T MR 4T 4R AL I R A, B RA-ILD B35 kA idk fg
PEA AL fER R 2R, R s gt S5 .

ik [ T B 2012 45 7 H 30 H % 2020 4F 07 H 30 HIAEITF & KR BB E R 272
%1 RA-ILD 35 FIBENLIMELY 200 f B4 RA A MIGIREE &S 4 RA-ILD ZH 883550 2RI 5T
JAH I 8] S 1 Bl s 3k FE MR AT 4E AL 2 (PF-RA-ILD) A2 X 567 48 FH 2 18] J5 1 i s A 10F J 1tk 27 44k,
H (NPF-RA-ILD) , 43HTa8RE M2 4 30 e Ve AT AL L IR PR A 05 . 0 il e fa i R R, JFidE
2 ROC #iZR, TH5 2R T AR S ABUsert: . 4 5 M SRR PG £ B8 DR 2% 1 0 44

£ RA-ILD 41 5 saafi RA 4.

1.RA-ILD 155t bh e, AR08 IR bl 5 s T x4l (P<<0.05) .

2.RA-ILD HEFEFEIMGR . "% PP kBRI E Tl RA 41 (P<<0.05) ; RA-ILD
HEE AT, PR T, RN, C RNEA. Myl. RRERET. JiLIRRE
FREKPUIR . IEEREE A M. HIEBEREA G ¥m T4 RA A, MRBE. A0k, AMMEKT 5
af RA 41 (P<<0.05) ; RA-ILD #H 35 W2 AN E G e H F5 o A B B 2 v T 54l RA 2 (P<
0.05) .

3.RA KA ILD BT fER R R A RS . W, B R . k. SAZAiHE. Pt CCP Fudk. f#
985 25 R A 2 A 1751

PF-RA-ILD 4 #1 NPF-RA-ILD 4.

1.PF-RA-ILD 5% W2 i35 T NPF-RA-ILD 41 (P<<0.05) .

2. 3k R AT YA 2 B TR R A R AR T AR B M AT 4EL 4] (P>0.05) 5 HERMEA4EbEE PH
B, B0k, AWMEK T ETRBESSEMHA, —AkosEmTIHEEREIS4EMLA
(P>0.05) .

3. R A YA R BRI RS . W N EE B RS  /NH (R BRI SR B /N e [ G DA R s
s kAR S TR R4 (P<0.05) .

4R BEB SR RA-ILD R4 PF (A7 GRS K2 (OR=5.73) .
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g5 1381 Logistic [AIA BT BL, £EES. WO, HIRDLR . . Aol BAZ4iiETh . 5t CCP
POk AR TSR A e 7 RA B R4S ILD fMNL R R ER . Horhilid 2] ROC 4k
KIL, PUARNE IR IR GTAR R #h 28 R A LEECR, X RA-ILD M2 Wi UK.

2.3t Logistic [F1H 73 A BUMRE T B B35 2 RA-ILD 838 &4 PR IOLER AR -

ePO-193

MR RIE T B R RmR AR E AT

M. (s
HE TS NREE R 1L 8 H & ]

HE 2019 S, — ML G0 ARSI R CHdifi%, COVID-19) &4 FEEH pH i
HEAE, FRR. SRR PR AT S FES A ) 55— R P D P i i S, T B K AR
OEERE, N BB e A, AW R BOREPON IR A SR SOR N E . (8] 5 P
(LD fEN—H e, KEZWAAE, Q57T RMAG —, B IS R 52 2 PR PR e

S R H S IR TR, TR, S AT AL B, — FLECE P 25 R R,
SERAHATHE, TS B N B2 AT BRI, 38 A B iy o0 R i s A
NEE,

T3 a5 5 FE N A SRR A T S5 I A 0% A A R SR T SRR P A, Akt R T 5
A7 8 T S RO EL TR R 5 AT BT SR AZRIE

R RSN R R i)Y AR R LA 2Bk, MR REB A EREE . O
BAT TR E TR S

S5 1RSI AR AR T o, BRI T AR in T BRI SR EE, — B2 (A i
VERfZR, BE MR RARMMEREIILFRS S T MIMERRT, XAAT ILD BHEREN
T R) B PR, $EEEIT SO, AR, ARG S, BekEshie)), — e bR
THRESELZIThRER T B, R mATE R, I SUEINE R RE, BT BT A Pt el
FRESMAM 2, HIMEZ T RAHRESE. BRI, ERHE .

eP0O-194

MERES ILD BUSHHEXSH

ZRIER . T UL
8RR BB

B B R0 K U S5 1R] B % (ILDD TR HIAH & 3 #T

T T 18 K I B EE B R 2017 4E 6 H-2020 4 6 H 332 41 ] i i i 2 & I PR B2k
P4 16 5 1k s S5 4 s I UK FE 2 s s 4 (148 ) AIEW mpEdl (214 %) . (1) *f
P R IR R BER AT H A AT . (20 DN T HEBRIB AR 5o, FRATEE s i i, R
FRAMIBERSEANE, HAb 5 TR — 2. WA g2k 9] 40 i, TR fpE2H k5 2 Xt
i 405, X ZH B E I R BORE HEAT LU M. (3D W IR FE 5 WS Fa bR AT HH 1 2 AT
(4) BIHRES WRRFRET — 0k mE 0. (5) XA EE T RERAEF 2, R
K-M 2 f7558r.  (6) M ROC #h4k, ArifbiREIG FEH. (7D WRIESIEMPEIREE, 4 18 Mk
WREETRIN ILD 235 AE1E ) nomogram #E7Y . (8) #Ji 2 K& il ILD &35 4 721 nomogram
R

GEEL (1) MBS I MBEAL L, AER. LD R, PERIELE. WM sE . O shix ek %
B2 R, BMIL HBAZ4 i, PLT. 6MWT. JERGE (IR TER. (2) EHEEE, A&
MFEA S A IEH MBS, WBC. HAZ4ii. PLT. 6MWT £ZE5R%. (3) i I/RE ML Hr4E
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RER, FEIFKTES PLT. BEZ4I0. 6MWT LMK, SHAMEIERHE. (4) —ngkht
EH SR, M MEKES B4, FEVI/FVC. 6MWT £tk R, 5HAeMEIerEfE4 ik
. (5) K-MAEfFESHR, JEEFEESMPE. OIS, WIRTEE . BUAERN, £7F Ry
R, P<0.05. (6) XTIFHKERIT ROC #iZksr#T, WML SRR K (0.447) i, LT
MR (AUC) N 0.747 (95%CI = 0.666~0.747) , #MWr{H (cut-off) & 7.135, RESTH 0.744,
FESEE N 0.703. (7)) IMFEIR T ILD 35 A 47 () nomogram 5 BUIR Bl & MU T+, ILD
BH AR K. (8) ZRETM ILD HF4AAF FH) nomogram #ARIA] L,  MUFEKSE #RE
YHf. FLEZ. TLC. FVC. BRIl ILD A 17 5 %5 I S5 1 5

g =R E ILD M EAEEHFHHPEAR .. @it E nomogram BEAULIL, MLFEK
PRI ILD A fFRME R Z —, BEE MPHRE T, ILD B0 3 4/ 5 EEARE 2 %,
X G IURE VA FE TR A T3 4T ROC M 2RI FHE /B R B, 42 BRI BE R ik 2] 7.135mmol/L B,
AT MR IFRITRI ILD B AETs, FRIKSHE N 0.747, REUE N 0.744, HFREEHN 0.703, X—If
FHE AT LA SRIE ST ILD A I i MU i R 3 g AT Mol S 2, MFEREEXT ILD B3 a4 5
M, IRE R Ry, TG R

ePO-195
PR R F BRI R AT e AR R R (R AT LWL
PR MMERE

L B, BARER L BRI 2 FREL BRORA S
1. T IHEE R 55— BE B
2. 7N BE B R AW 7 P o B e ST =
3. RPN R B

BHE Tk, FIFHRAM RNA T AR TR AT 4E APF) il 2 44nb A [ 41 i 1) 2 5 3%
BRSPS R IPF AL A G S AT $2 4t T BB R, (BRI 7T 2 Al B 2 iR il
BHIRTALL, URR G AR IS . AHF TR IS R MR VG A (SLB)Y HIH-H# IPF LUK
MM ] \PF I 2UREAS, I BAZH M RNA IR R AR N4 3R IPF & JE i F v iliZH 21
ANFEA A RS, IS AAE T8 F W S 4 i S A 5% (5 S B BR AR IPF R IR AL
W E AR

FiE AWFILIN 9 #1 IPF (6 11, 3 BIGHD 1 4 {85 Al U A e AT il B4 e RNA
M

R LUEt: MEVEAIM . FCN+RZgIM. PN, T, 4FE400E8. NK4HiE. AT2/AT1
Ui, AIOIRANIE. FORGNME. UMD, Tregs 400, NERZNME. B 4. RRLF4E4N s 17 N4
FKA, PR AT RE A3 DA EWRAR R o5 befl s, OO FRAZ 4 (FCN+ELZ 40D A1 T 4000,
SRR, IPF B FCN+RAZYN AT BAZ A0 M0 B o 40 S 2007/ 40 BUBH T BRI, 1T Tregs 41
WO E o L BH B & . OB AT 387 IPF AR A7 ERA% 4H M ) 5 R A DA B AR SR A0 R IR e Ak, At
HARBEIN MR IPF DL FCN+FUZ 400 5 it b i 40 & Tregs 400 HAE 3, 15 IR ZH U DL #
AN S il R A & Tregs i AR N E . BLZAAR R T~ IPF ' CD55-ADGRES Fit %%
PRNHE FCN+HAZ 4N 5 i b 41 & Tregs U0 B/ N, M A4S Tregs 4ifi
HAE _E,

58 IPF i 2 A7 7E 7 B4R iR #54h 1) FCN+IRAZ AN RE, PIRETE IPF R ML 4 iH E 2 A
. HuTREEI CD55-ADGRES M Tl b 4o & Tregs 4ifE, ik K s 5 K1 K& 41
S Rk — D B
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ePO-196
SMEMR A EEE TR ERKL2 S-SR TGF-p1 B2

NIH3T3 4HfEi&5EF CTGF &A%

i, (THRAE
R K I 28— DR

HE HWIHMNEME RS R SR BT ERKL/2 {5 5 @EsH TGF-B1 15 F 1A 44 sl i, 4R vt
CTGF TER A 4Egi i 42 5 ERKL/2 I8 12 R & o
g BB E A (DMEM 553238 FR N 10% s 4= M Al 1% P2, AR FERE N
37°C, HBEEH 5% CO2, 95%% S MMAINEE) £53% NIH3T3 4ifl, K NIH3T3 4ifupE Nl 2k 5
H: AR, B 41N TGF-B1 41, C 4N TGF-B1+NaHS 41, D 414 TGF-B1+U0126 41, E
o~ TGF-B1+NaHS+U0126 4H. A ALY, {EHFRFE TR 24h; B 4N 5pg/L TGF-B1
EH 24h; C dinA 40umol/L NaHS Tiikb# 1h J&, FIIA 5ug/l TGF-B1 /£ 24h; D 4linA
10umol/L U0126 FiAbFE 1h J5, M 5ug/L TGF-B1 /£ 24h; E 45 10umol/L U0126 T
ARFE 1h, BERIIIA 40umol/L NaHS £/ 1h, #J5 i 5ug/l TGF-B1 4¢4:/EH 24h. T1EH 12h.
24h K 48h W% % A& 24481k, H CCK-8 Haillgu ot 78150, H qRT-PCR EIE
Collagenl. a-SMA J CTGF mRNA FiA/K¥, F:H Western blot i#£#17 #1441 Collagenl. a-
SMA. i ERK1/2. p-ERK1/2 } CTGF [{jFik/K -
G 1. S ML A AB T W2 RAARRIUNGIEE « VI 808 1 4T 4E 40 .,
HAR B AL WL EEMRI A 4E 40, JCLL B HAMrE A7 L HcE i) &% B. C. D.
E R T AT 4R n] WA 2 1) 5 AR AT 4 A I WU A 4E i, B 2H PR A 4 S5 M R I
B, 2. CCK-8 45: HUI4IMulE 12. 24 K 48h 4Nt siiE i E B b5, HAVUAg
MO TE I LA B A B, HTETE ALK IGE C>SD>E>A (P <0.05) , BEHGIHE L.
3. gRT-PCR £ %: CTGF. o-SMA. Collagen | /) mRNA RKiE&7E B Rk e, B F&HFE
KP4 B HA FrbEAIC, S4B KT H s 2K IR A C>D>E>A (P<0.05) . 4. WBZH: Al
B. C. D. E HA4MK a-SMA. Collagen |. CTGF. p-ERK1/2 )i HRIA/KTHE B HELK
o, HARFHEAREKFER B Higgy, VAN EARE KBRS 5HIKKCN C>D>E>A
(P<0.05 . A, B. C. D. E L4/ 5 ERKL/2 Rik/K L EZER (P>0.05) .
58 1. SMEMEBCEUE L T I TGF-B-ERKL/2 34240 ERKL/2 BEER AL, #1HI NIH3T3 41 i 15 .
2. TGF-B i#id ERK1/2 &2 6 CTGF. AMEMEmALE @IS i ERKL/2 240 TGF-B 7
SH) CTGF & .

ePO-197

RO52 PR AV ] B M B 2E IR R = 43 4

BEVLE . BIIH . RS, KT, #b
JINEERER A B 28— B e

B $ Ro-52 HiMfud s 5 Al 0§ H Hik & IF A T EMHL T, MAGIELRIE. TRES

AR SAETEAURSE, T R24EHT Ro-52 HUARFHPESIRIFIERIZIN (ILD) ZIARR R DA IRIE. A0t

FUIR A AL T Ro-52 HUARFHYET 1LD &2 Al PR ik

Ttk X 2018 4F 1 H 2 2019 48 7 2 T M IR Ak BRI 7t Bie (8] B P BB 297 Lo 5 F 5T Ro-

52 PR AR T i 1k Pt s £ AT IR o0 A, X HAT2 I IR R B iS5 Bost s R CT
(HRCT) #fribL K FA 15 AT 24501
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R WEILREE 2 RS 356 6, HANZHRTIE 51 #l (14.3%) . BEFHEBRN
56.18+11.8 % (Jilfl: 31-80 %) , B4tk ly 1:1.63. HEEHE N/ AMEER (30 4,
58.8%) , ¢ WHIIEIRZ AT (48 ], 94.1%) . W%k (38 fi, 74.5%) . W% (16 i,
31.4%) . K (3], 5.9%) A& (6 ], 11.8%) %, MEE HRCT 45 REL R4 0
o DLAERE SR 28 (NSIP) & IEHL R % (OP) e WL (20 ], 39.2%) , HikHA
NSIP (16 5], 31.4%) . &3S 5 B (9.8%) . HFEEZZWLLE B Sl B Ak 1 1] Jifi 14 fifi
ROPAF N T, HUCNEERMERML4ML APF) FId k% (HP) %5, BEVikET A 3 filkd
(5.9%) KPR HIET .

g RAG I Ro-52 PUAABATER) ILD 1EBIRAT A T 2 B0 IIM-ILD, a7 20, S8 221k
TGS o KA PR T E P ATF 7045 Bh T W A 2% S0 70 6 I R AR A1 DL R 47T Ro-52 HLARLE Hodb (1 1
WL

ePO-198
RIS ABHSE . WAL B ¢ Y Bl JE — 51

XU BRRRTE
K AL EE Bt

B IR PR A op & B S i B 5 I R B R B S Mt 28 . HULTERT 2 ARL, B HiRiE, AKX
WIE ], CAASRE et BN 4% R e 1) 45 0 2 Wi g

i BE BN, 63 %, BIRTAN, ER“AIBIAMEZE. % 14, mE 1 A"F 2020-9-19 A
Bi. 2019 4 9 HEEZHUE IR H, kiR 38.0°C, FEEmk. %%, LEEAE, T4ihE
BedERE, BOE CT onA FIAIE, SPURYAIT JFRERGFE, ERE CT R BRI A &, &%
BT RELRIERB PR IE YT, WE CT i 224 g B SR, 8t B ViR ok 2 f 30 R
SR (B 1 . 2020 4 8 HEHELHEIFER B XEIUER, A 38.5°C, fEmZum, ZHE%k, 53l
JERFEA NG, B CT (B 2) U5 A Fi4E, WERKPL. FURSFEME s EIH 4.5gQ8h
FURYRIT 1, SEMECTHRATLEL (B3 , HEABRIMULIER%, 0 H58 % 40mgQD
BT 11 K, BEE CT (B 4) W AREar B, KR SO BERR L e #A D IR E D 4ERE, 3
F G BE BRI, iR 37.8°C, RAME CT (K 5) JWASKATINGE, 4774 B2 Rl G,

o3 B [l D VE RV G S 2 BRI, BRI, B KR NAT ARG R L R B .
G A2 FAT A TR TARYIER, e 200 H R A B R o

GEW AR DUR ACERZIE . R AT, B CT AT SEASRAE WS RAUE, BB, $i
JEYRIT JERE IR FE . WSS G I8 FTI, SR R 12T (HEEEHitE S, FRPUBRGIBIT 3
BAEE, N SR GRS RAT BRI,  FFA VYRR 5 FOREE, (EER R R I U &,
AH BT HOGE, A2 IR R . PR 5L il vT R B EE U 28 siHLAL NG %, 2t
SR EORE B RV R IR A — i e, BRI R RIG &, L, BRI R B RAE, X EHE
Bt BT QS A 2 W . IR AR SR B B AR 9 R E AR T AR
FEAnMIZh s, SERIVEAN AR, I8 I o AR B S AR TS A B AR B PR ROR, E N AMRE K E
NFEARERRIL, AEEE NGRS R T RE, T AR DI 57 2 B A 2 N B
B, PERXIVIE I 2 B, WIS, WlthERERME, NE ARG R A
R Re, BT EAGE, HESH.
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ePO-199

1 B2 48 ] JB 14 i o — 51

eyl
IR R LR 2B R 28 — B B

BB SSRGS TR 25 5 L 4R 5 IR LS 20 8] S5 1R i o8 — 8], 32 Bl PR AR B A 4 AT {1 e B R e 2.
Hi P i 0 ot SRR XU 2 R VRN AL, BEVEIRASEIIE 2, B AR S, MIRMER K. EIRE
RN AN TRER L. G560 5, IRARRIL, TREL, 2WrNTIRER & R4k A ik 20 i 1) o VA 2%
25T R PEAMRTAYT B IR N XERE IR 222 o

T3 A SCHRE T RER B AR GE IR T G [ Ak il 28— 51, 2 B R AR I g A7 41k e W DR i o =
P8 i 20 ot SRR UM 2 R BN AS, BEVERASEITE £, PR IR N, B RTCREE, RbIRAA
TR K. JEREIE IR A TR G G588, INARRIL, W, WO T BRIk G L4k Ak L4l
IR BRVERT 28 o 25 T e BEAMBIFRNG YT, B WP A MERE IR AT 2 22

GER R SCARIE T HRER G R4k bk EL A B T VA 8 — 9], 2 s PR SR I g AT 1P e B R X o
S v 3 9 ot SR U 22 A FEVE R AL, BEEINASEHIE 2, PP R EINE, TR, iR
TR K. JEREIEIE R A TR AL S8, INARRIL, JWH, WO T RIS L4k Ak e Al
IR BRVERT 28 o 25 T e BEAMBIFRNG YT, B WP A MEAE IR AT 21 22

G5 A SCHRIE TR ER G AR Ak bk E A B I 5 A 28— 1), 3 S PR AR B D9 R AT 1 e W Y e o
S v 3 9 ot SR 0 22 A BB AL, BEEINASEHIE 2, PP RN E, TR, iR
KR K. JEREE IR A TR AL G588, INARRIL, JWH, WO T RIS L4k Ak LAl
IR BRVERT 28 o 25 T e BEAMBIFRNG YT, B WPIR A MEAE IR AT 2 22

eP0O-200
S5 IR R A KB VT
Lgiiéﬁ

B B PR 45 7 1 R R VA s B TS B

FriE RIS 2008 4F 1 H-2019 4 6 A7E T E ERFHR =B R BL2 1) 110 5145759 B3 1
DRI S50 T IR R R I IR 5% DR BEAH USRS LA 2 i{Grunewald, 2019 #88;etc,
2010 #95}. TF&EAINARAEFF I X HEBRARtE, Bl U5 FEOE SOsi2 i il TR97 S RUORIRS 451
Wi, FELTHA RSN, REASEMNS TR E R IR AR U KOi2 TR T
TG LB R R, WERREERIRS, WMRIRTHRY 22658 K, ERNAGYFIE,
M#AGZANERBEEHLZARR, BIHRREAER 3R IGITHERMNENR, EHEBRLN
REAAUANRRPIMEY], WEREHREBFEGMIE, 425/

GERR 18 B E AR B 3 AT R A T R R s 2,485 959 7 155 9 3 1) 7 B 14 T4 =59.92% 45
B 7 +0.08* Ifil /N # TF %0 -0.46*CPIl; 3. W R RIT4 THmmEEREMAEKE K: CPI>40.
FVC%pred<80%; 4.5 LT HITRIMIEE 1. L 4EAk & Eb>20%, 3 ftizh ik 5 7+ E 3k L AE>1.
SEW 45 T Bl 7 L PR4r=59.92* 4 55 1-+0.08* IfiL /MR 1 %1-0.46*CPI ;

WEIBIT AR TE R AR CPI>40. FVC%pred<80%;
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eP0O-201
StAER d B Hb NLRP3/Caspase-1 /+ SRIAEET L
AR AHL

el TE®E. ¥k
TLT5 R I s B2 e

BB 5 & M £T 44k (idiopathic pulmonary fibrosis, IPF) & — 7 5 KA B (18 HEAT P 2T 4 2k )
RPN 28, HAFE RS2 AR BE 2R A RSN LRI . Sei R d (SSd) J&Sel HR SR I i PE
BRI — Rk, HPr. BT PR S A I O RIE . A TR R AT 4R R
AR e RIEEE/ER, AHAE IPF AR E R BN AR, AU B R A S 2 d X
R ERIE M 4EL LN R B NLRP3/Caspase-1 i B [ 5210 .

7715 UL C57B/L6 HEVE/NRONTF AN G, A WIE SR B 2 A A LY, K 80 Ry NS
PR, AL, SEEHE R d 4 (SSd 4D . HhZEXKFAZ] (DXM4L) . SSd+DXM 4, #4116 H,
ST T R 14 K. 28 RAFE/NR, HUS ARt ZH SRS BEAS AR 4T 4k . i Te) o 289 R IT
FOIRM, RG22 %, HYP 5. a-SMA. E-caderin 24144k 4545 ) NF-kB. NLRP3 £5 113Kk,
gER R 25 3 Ml £F 4R AR 41 /)N BROFH 8 T 2 1 xt R ZEL Bl ) 3R e R R S Pyt 46 i 4F 4k B
&, i IL-1B. 1L-18 K iZHZ NLRP3. Caspase-1 %iA i (P<<0.05) ; SSd 4/ AR 4
T A RERE . BCJRDTRR D . DXM 4. SSd 44 DXM+SSd 4t HYP &84 245% 14, 28
K EALT BLM 41 (P<<0.05) , Ii% IL-1B. IL-18 & & KJMiZHZ! NLRP3. Caspase-1 ik
(P<<0.05) .

G R E RIS S 4L/ U243 NLRP3. Caspase-1 A&, MiF IL-1B. IL-18 & &
BR TR, SSd BAHUMA4EAEA, HAE VLI TR Sd 05| NLRP3/Caspase-1 /5 {141
ETHx.

eP0O-202
CircRNA B E$ 444 miR-18a-5p i[5 MAPK1

R FHLT4ELL

e, EW. TR, R
TLI5 R R BE e

HE) IR RNA(CIrcRNA)E N —Fi 8 RNA,  AHT 788 R 4h 5256 IR circ_0007762 S il eT 4 Al
ARG P DA S E R ATR TR, PR SRR R U T 4 Ak R AL

TriE QX FSEi 9k 2 & PCR K TGF-B1 A4bHEf) HFLL 2 A549 4ififi circ_0007762 Al miR-
18a-5p MIKIEK T« QKM FNFEAIZAE (FISH) HARKM circ_0007762 7£ HFL1 F1 A549 41 iy
FE 4B E A . XN Z B 5 L R SEIG BGAIE circ_0007762 5 miR-18a-5p #H H.AEH L& miR-
18a-5p 5 MAPK1 I H AR . HE—B W 52444 48h J5 1B Western blot 3461 MAPK1, p-MAPK1,
LC3B, P62, a-SMA & I AU )Rik/KF.

8 OTGF-B1 T-Hif) HFL1 A1 A549 4 g circ_0007762 ik & 2 51 (p<0.05), 1 miR-18a-5p
FiEKFREL (p<0.05) . QFISH 4551 %E M circ_0007762 L @A TR . @5 si-NC 4Lk EL,
HFL1 4if si-circ_0007762 ZH354/KF R, WT 3R T (p<0.05); 5 pLV-NC 4Lk, pLV-

circ_0007762 A5 /K F- T+, JH1T-% Tt 5 (p<0.05). MfE A549 4ifid, 5 si-NC 4Lk, si-
circ_0007762 U345 /K7 i, JH1-% 5 (p<0.05); 5 pLV-NC 4Lk, pLV-circ_0007762 411
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FHIKT A, AT R BEK(p<0.05). @FE HFL1 f1 A549 4iiffiF, 5 TGF-B1+si-circ_0007762+miR-
NC ZHAHLk, TGF-B1+si-circ_0007762+miR-18a-5p inhibitor 41 p-MAPK1, LC3II/I, P62, a-

SMA K I BZJFEFIA EF+ (p<0.05) .
254 circ_0007762 X I 5z 4 i Al Rl £F e 4 f 3G e S R T B 2 S e, JretiEd 5 miR-
18a-5p MHHEAEA, 55 MAPKL i@ M FIyE s B i@ s, (Edtier4itb ik 4

eP0-203
PEARAMEE R 16

ES /NS o
Tl R B

B 2 — 81 R R 24517500 )5 S 30 DA RO i 28 R B (R VE I, ARG YT Ja W 1
B, FHXFAHRSCERIAT R 2T o ARCAE T 2R MIGRAZ R IR 5. 2 RS Ri2 W, DR Esd A
I NI

e BEaht, 69%, KE. WM. =71, iEEhEAME 3 KT 2017.10.24 A B,

IR — A TR JE I %08, 2 H i e IR 25967, EIRA T 13 K.

AN G RERs A 7 : FEV1/FVC:82%,FEV1/Pred%:82%,DLCO/Pred%:61%; S INREIEH, K%
B REREEREAK . B HRCT: WilifivRig Mgk mss, JCMBE N o An s LA 1 b O o AR s, 7T
LG FEa e, /N IRIRE AR LG, GARE IR R 2538 K

RN BIRMRIZ W, 10.27 fTESRARE . BN L AU LS BRI D VRS i I
W R WORG R B 7 KB, B Iy . T4 e O B AT IR e, A Ml R i 2R R BT v
f (TBLB) , FEHUAZR 3 Pk .

FELR AN THEUR R 41 57.0%, FERRMERIZ0M 1.5%, EWE4HiE 37.5%, rHHkigif 0.5%,
FZAM 3.5%. GM iRIGIPE. B FEHES

AT M R B TBLB Ji B~ N W Rk R iR i, 7 & A ek D) S M 48, AN B o il etk
Jili %% o 5 BRI AL T AN B B i D Btk Bd% 2212 . TBLB /DFZH4, iyt e bR FE I oe, Hoy Wit
PR AT MR, U AR WSS, AT A R PR A g%, AR AR R — ] I — 2 A%
B, Joik X BT e i s s, ABRAMNS B %, 545G IRK.

R G EE TR, AR TR B R SRR e, BALF 41 5 Sk LA N EL 51 5
ETHE>50%, EARERLER, W Bl 2 BT . RO S, R R IR RN P B
T A5 R 245 5 RO A7 A S TR AE DG 285 R8 g DI S5 It 28 Sy R 30 245 47 v 85 [ )it Vit % 9% DILD”,
10.27 FLA“HIR e e"40mg qd, 25 HEFE MR SRR, S0 HIGARERE %, Btk &
TAEMED . 11.03 EEHIEE CT A . 2 f@n B .

S TEA A 25 L RIS AR R, B 2R el e, T B ] R AR A A 1 2 Ak
T%y, WPEGWMATER . X B L) B S ST 1 B AT RS R A, AR S
£ (TBLB)FI S S il #E S (BAL) s &5 G I IR FEAAR 220028, A B T 2459 v 350180 Joa P I 1412 Wy
LN W o
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eP0O-204

HITE 17 AR RmE PR ER

HamE. . R
o H ARG BB

BE S4an®R 17 AL-17) FEflEss 4 F S AE AL RIER T IL-17/1L-17R 38 B (1) 815 2547
IR FCE R, y— % H A B = 8 ROE T 2590 1 I 5 0 $ BT TR V6 7 B s R 9 77 1) o

F¥E 1E PubMed &5 SCRREHRE e rP A R I VAT 20 4E3K IL-17 580 . 18 PERH ZE VR s . A 2EE
YIS 9o MEh 0 IeT4ede . MM oF 4Eb SRt oM A DS R Sk, BLAZHS BT IL-17/IL-17R
E % 14D RIS ) 24 2 ol 0 3 0 PRI PR R FH

SR L-17 2 IL-17 FE P EERAE R T, FEH Th17 g, 118 E R A 5 5 G M
FOREEZMER, WFFERM IL-17 M FIEME S 5 FE R IIRE, Ry PR RZH . B
25 2 PPN AR IR AR IR 28, 4R RRRIIE L R AN IR AS o SR 22 ol i 8 878 RO AR S F 78 b R
BT IL-17 R RAEGT BRIk, B ER T LY. RN AT 4 A S T 2E R A
Z 5IX BRI R FE . Th17 M-S0 R0E RS S 5 op kg0 i P B2 i (0 Aok 72, I3 1L-17 7K
S, TOREENG IR TS 22 12 BEIS SRR A B 2 00 Th7 4 fAH S48 5 16 4 iih 1 %

AR S B B3 A A i Thl7 gaftb g, H5 FEV1% K FEVI/FVC 2fifHG. VA
2 75 5 11 200 P G 8 5 It R AL 5 P BE MR A SR R IR R A R B LR B VA OG, 1 L I R A
T Thi7 408 /% 1L-17. Jligs 150 a4 I Thi7 40pu Ll 5 s ACE AKSERRIEL, SitiThasts
Fr (FEV1%. DLco%) /< tt, #&7r Thl7 4 bl w75 A Wail il 45 55 2 R A 1 Fa s . 7E4F
RUERRA 4t APF) B, IL-17 e T EAR LR . CD3+T 40 K 540 i 253 1
VIR X, BeAh, IPF B SRS YO IL-17 AKPTHE . ERRER L A NEES
(P ET AR RL R IL-17 J2 IL-17TRA RIE T iy, HANE IL-17 I s il 47 4 Ak /N BRI R

HAL B AT AR IG5, e A AN R A . BEVERR AT 44k B 1) Th17 Ee#ls FEVL 27
5%, AMEI Thi7 K rl/E AT & FTh R AE AR IC Y . ¥R IL-17/IL-17R {5538 B 1 4= 2 )
FEATA =F, o R i IL-17 2R A B A R e, LR EET M IL-17 IR hiMm
LY2439821, M=Ff IL-17 Pk TIRTEREM . SRE A R SRR % . RE I
i FHAR S0 I8 BT IA T R I S5 T I R A Bon BB I RCR, BIRIRAT SR, $i IL-
17 VY7 AT REXT BN . S AT EL IPF 3628 045 2L

G IL-17 (EZFpEm R R RN, B TIRZEN B, R Rt —8
9T, IL-17/IL-17R {5 5@ 8 ml 58— 1% H 7 v e A BRI 29 B Caniizsh ik s . i<
HeAE) HIVETEIRIT LA

eP0O-205
— AL AT A R B R iFE SR/ R AOBH AT 4L

L AN AR ] |
V4 22 S K 2 5 R R e

H B A BSOS T 18R 5 2515 Sl 2 4R A0 /N BB RS A0 JA) it A B i T 488 17(T help cell 17,
1101774k, FERRP BRI HIG IR & .

FiiE L 40 BIEERE =15 S A4/, KA FEGFIE R Z HXUIER T8, 58 4 4, 5
RESRE R, XN CRFIE. FilE&DFIES , 10 RMER/NRE T RA, KRR
YHMIA S 52 FEil i S 3R A i S B (RT-PCR) AN IE A BE W B2 (ELISAYK I AR I Th7 4
B F . ST 49 B A o< 901 %2 14 (retinoid—related orphan receptor gam—ma-t,

RORYt)MRNA )31k J i 4/ & 17(interleukin-17, 1L-17)[)7KF.
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SR R R AT 4E1b /N R DL K /N & = WS T ok 8 255 S il 4 4 4b /N BRAE T 40
A, Thl7 40 H 7% . RORyt mRNA FiA/KF R 1L-17 /K5 15 % R4 AH b iE B 3 v
ZEFE G EE X (P<0.05). K& K ) H SN T A ok 2 275 S Ml 4 4 Ak /N BT 4 A
M, Thi7 40 H 5% . RORyt mRNA ik /K1 LMK IL-17 7K-F-5 1550 B ZHAH bb G 2 35 1 22
5(P>0.05)

g5 kBT RIS St/ BRI ANE fr Thi7 4885 IL-17 K, mlhe S mer4etb ik
AR HRUNCAT fie e ik 40t ity 21 A A4 /N BRABE AL A A i rh ThI7 4 A2 1L-17 7K T3 vk 240 i
AYEAIITER

eP0O-206
A RHEXEEEEH HRCT $HMER S EMEMmBasEL
xR
¥y, WRITE. . WM. B35, 5. EEE. SR
HhH AU B

HE RAIEA RN R R SR EAT 2 2, PRSI AR YENT 26 (DM-ILD) HISAAR =4 1IE s

53 H1 DM-ILD 35 HRCT S84 s I FE B FF AR 2 H 5 BG4 B A B A O

FiE LA T 165 5] DM-ILD &35 . 40#r 7 BA AN FENLR R R PR B 5 HRCT s248 2 E L
Lt AR A TUS A E . Ak, B IR B A, X T B R R e PR R Y DM-
ILD A it #E A e AT TIRZE

LR YLLMET % (OP) & DM M3 T B IR PR 2 288, JCHAEST SAEHUIRFHTE (6/6, 100%)

AT MDAS HUIRFH M (46162, 74.2%) HFEH . X TP & mBEiA (ARS) FHEREE, OP HiE
FESEVERDT M 26 (NSIP) LeBiAHEE, I H AR5 R A NSIP 1) BE Bt g . E91 MDAS
PUAHMERIDT ARS BUiRMHPEEHE T+, HRCT [ Flist B 5 H0EE R ILD (RP-ILD) FHK. Ik
Bk >1000 ng/ml (OR, 12.3; P=0.009) , MJE#ricd) CEA Jti (OR, 5.8; P=0.046) i
CA19-9 7} (OR, 7.8; P=0.018) #&#i MDAS B H#E HRCT MBI NS AR ka7 fa ki R &R . %)
T DM &3 RP-ILD 3%, 4141y CD163 BH: kg f iz i o 1 5 & T4 - 18 1% ILD i .

i BAARNRE: FHEPUAR DM £3, ILD 21585 L 2 AR Mt iE. HRCT RIA T
JitiszAr 5 DM 3 RP-ILD IR AR BRI e 7 DM E35 RP-ILD A% .

ePO-207
WAk BRI A RIS R ATT S R MR B R AT 1 iR
TR

B By AR A JE B AT JE A Je A 6 7 R A PR 8] R 2T 4E AL 1R T 4L R AN R, 5645 A AR o e 1
il ) 5 21 A 6 AT SRR YT T %

Ttk g B AL AR e Rk & e 8 R AR 7 R T RE . PO2. IS CT. sl &AL, 1
fEAZARYT 7 G 1 AL A BB AR A

GER B MM AR R B & eIk AR TS KA DIRE . PO2. ¥l CT. & shid &4 475

S50 MR R BRI & JE ik e AT IR R A PRI R) B AT AL, B BT RESF A B s, AR RS R
i, %07 SR IR A
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ePO-208
SMEMRUCSEE TR TGF- B1/P38MAPKI/NF-kB {55 & ]
il |~ sl B P £ 44 4 B S84 5

BRI TIRE
PRSP 28 — PR B

B B R AN AL S S 75 mlE i PR TGF-B1/P38MAPK/NF-KB 155 53 B S 41 B 21 4 2 A K
ok, R IESURA 4 ER

FVE (EREFRAE R EAT NIH3T3 4k iE %, B g & v 37°C, W& 5%CO2 HIRIF&
ERSE . [ NIH3T3 4R35 DMEM BN 10%3KE () FBS 2 1%XU0 G B TRk 77
BARSNEFRIG NIH3T3 4HifEnl o N AZH. B4, C4l. D 4. E 4. U LEodrgsi s smiE
£, AR 7R WG BE 5 F IR N iR EE . A AU S B IR AN, UEREFRAE TR IR
24h. B %04 TGF-B1 41: ZHHE: R EI NN TGF-B1 (5ug/L) 1EH 24h. C 404 TGF-B1+NaHS
e FEIEANR AR O Z5%): SN NaHS (40umol/L) FiAbFE 1h, i TGF-B1 (5ug/L)
AbFE 24h. D 45 TGF-B1+SB203580 2H: M40 NIFAKMAZiY): SR N 10umol/L 1)
SB203580 fi4b#E 1h, FHIIA TGF-B1 (5ug/L) v 24h, E 41~ TGF-B1+NaHS+SB203580 4 :
P IR0 R AR O 259 S LUk A 10umol/L ) SB203580 TiAb¥E 1h, F I NaHS
(40umol/L) 4bFE 1h, HJE N TGF-B1 (5ug/L) AbHE 24h. F CCK8 j3:Aa #5414 i 3 5 7K T
JfiEid Western blot =4l a-SMA. Collagen |. P38MAPK. NF-kB. p-P38MAPK. p-NF-kB &
H#i%/KF. RT-gPCR %f %4 P38MAPK. NF-kB X} %k BT .

SR 1. MHZEEME TS NCA HT KRR R4 RS R IEEUR R P45,
FAZ ORI o T oA - 2H 35 P W PR AT e S5 M U AT 4E 40 B /7 7E, B. C. D\ E S4B A A
WA, He B HAfRE.

2. CCK84H: i kil & Hanfuim B DL R BL: 29MabH 5 &4, B AginEtm TH e &%
. HESHP SIS N D>CE>A, Z 9 A %t % & X (P<0.05) .

3. Western blot &l 45 5%: a-SMA. Collagen | {15 R IEKT & 2URAK N B>D>C>E>A, %
REG R (P<0.05) . MET C 4. E 4, D 4l a-SMA. Collagen | EHEFILEERK =
(P<0.05) . B 41 P38MAPK. p-P38MAPK. NF-kB. p-NF-kB EH XL B LT & HE
(P<0.05)

4. qRT-PCR fill&E 5 : P38BMAPK. NF-kB )3 Rl AH X R 1A & i s 2UEAK KN : B>C>D>E>A,
ERAFIEE N (P<0.05) .

G50 AR R AL S ] /N SR R AT A R AE . A B HL ] 2 — BT Re 2 E gt BH A TGF-
B1/P38MAPK/NF-KB 17 = i 4 1% 14

eP0O-209

B AL RN R — BB H R E S

FTRGE. X . . &8, BKE
LA RER 258 — M I 2 e

HH AFOP I AREFEER = K50, IGPR b 5 1R18 y BRE I A8 25 FL At I e P s o« AR ST 45 & SCRik X
AFOP [JIGIRERIL FERE S 1697 M TG SEATE ), DU M R 2= A= X120 1A

TiE B . 64 %, 1BIR, IR EERORAELE MM %9 3 "1 2020 4F 11 H 03 HAfE
Bbi, BEFTABCAT 3 AALLHEER T HIER, HIEHITE 37.6- 39°C, A 8%, LMK
BRI, RPN E . SR BET 12T CT MEitns: X2 KRB, TRER.
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ABE R #E, AT, UM SR, T RS, OESE, EK. WIB IS AEIX
SAFVERT 58, 25T BEPG 70 2 K5

ZBPRYLRIRIT S KRG B E KM, 11 A 9 &M CT, Mismitiaridie, M SAEA
PUBYY, HATAEERE, 11 H 13 O EE B HE, %A RICU BT, TR -7
FYT, BERN TG EETRIT, COIRFRAUAHBNES, 11 A 17 HE&HE HIPREE, 202
6 SR U R R SR 5, TARETEHIIMOES, AW R 40mg, WA K, HEER
R (LB 2) , RUIR A IRETA BRI, B — A e SRBRREREE, T
BSEWE, 12 H 4 HiERERE, %S T ARA RN, WERSCNMATFA 25mg/d, 12
H 20 HECN5EFA 10mg/d FAR. B Z R E AR CT, XU 2R i g s (OLE 3D .

BET 12 A 30 HHBe, HBER SR &N 7.5mg/d, SR, 10 16 HEM. HET 1 A4
6 HE M CT, filifi b 3 A 58 Ak

HF 2021 % 1 H 31 H, BEFRFZE 4 K, KH# LR NFEGER A wE, A,

KIS 3560, A Bl o] [ Jz JB S s . IS CT 4875 XU R & B IR aB o0 /N R P 1 5, %%
2020-01-06 & e fifi b AR gk, 5 R i A . 2 A 2 HE &ME CT il kit g,

HNEENGYY, BT 2 A5 HAT CT SIS FEEMFERIAR, 2 H 7 HRERESE S AMRENZ 8
YRR 2B R, BV RS . 5 R SR E R S NEH FESE, SRl
fs 9 WAL IDURR,, FREs B APk, FrANULTER 2 048 . Hi b B2 Wl AFOP B, T2 A
8 H Xt H s 40mglik, 2 kIR, 5 KIGECN 40mglik, 1k/K: BEXEWEIER, 2 H 18 M
REMES CT kA iy %, W AERN 37.5mg/d; HFt/ET 3 A 18 HE&ME CT
i 38 ek B R G e, H T R IR &8 30mg/d .

gER R BEAR T PR I e o LA ORY, R 2 AR 4E 2R, R AL & 2% (7T0%AFOP,

LIRS )

4598 AFOP 7EIIMIR TAEH MR SR W EM, FiERR1Z, JUHX TR, ZRPuURGLIaTT L,
A B2 S5+ X IRl £ 5L ARDS RILMEE, INIKFEHE AFOP RE, LUR/DiR2. I
BT RE .

eP0O-210

[RIEF FEX TGF-B T NIH3T3 ZHAEIEE AR M

L. fRE
P AR OR 2 IR TR 5 B e (i A T = 2 e 5 — P R = )

B R FEAE T 2632 TGF-B1 %510 NIH3T3 Zfa 85 52 md, 40 Hont PISKIAKT @i s ,
RN ET AL B A 259 TRUBE T (B S0 S AH A

T AERAME IR I NIH3T3 40 /N BRIR B AT 4Egmi) 1R R FI 5, TEARAMNE B 264 F 1595,
BON HUAE KA MR 96 FLIRC A A BN BE IS BENL 7w H 2, A 4 (a4 A
LY294002 (PIBK #I#IF)) « JRIETH R TGF-B124%; B4l (TGF-B14L) fUAUMA 5ug/L iKFE K]
TGF-B1; C 4 (FEHFR+TGF-B1 4L) JeinAN 50ug/mL ik E I E AL RE AL 1h J5, Hn
AN TGF-B1 (5ug/L) ; D4l (LY294002+TGF-B1 41) 4l 10umol/L K FE ) LY294002 /£ 1h
Ja, HFLL TGF-B1 (5ug/ll) ; E #4 (LY294002+J7 1t # H+TGF-B1 41) sEin A LY294002
(10umol/L) YEH 1h, FEINAJEEHZ (50pg/mL) 1M 1h, #J5 T LA TGF-B1 (5ug/ll) . BLE
HAZAFELE LR NIH3T3 U 7E 26 S B @ A B 7248 R 15 9% 24 ho 705l T 120 24, 48 h
5 H CCK8 LGN A A 3 AR A4 00 W80 3% T2 A M F2 26 B AR AL A I &% ZH 40l PISK. AKT
) MRNA FiEHHL AL a-SMA. Col-l. p-PI3K. p-AKT % [ 1 EIE B .

G 1. QIESIEE: RIEAY BB T A DU s B RET4egni, A i
i IREE M LR LT 441D, B 41SZI0 AN /e ss N N .
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2. CCK8 K4 . B 44HMuIbFETE JI7E 12, 24, 48 h = AfiE A%mET A4, C. D 44ty
FEIE JI7E 24 48 h PN R S E T+ A BT B 4, E A4S S = AN S 41K F B
H (ERBEAgEE X, P<0.05) .

3. WBEHR/R: IMAZIHI B, C. D E WUASEEA Y a-SMA. Col-l 118t FIRIAM LU T 25 L%
AHAWETE, C. D EHHMEAREK B AN, EH+ o-SMAEAMLIL C. D HARKE
AKFHEAL (EREAESH RN, P<0.05) , C. DAL FEARIEKFLHEZER. I
ANZ5YIH) B, C. D. E VUZHS2B6 40 p-PI3K. p-AKT IR AF XML T AN IR A A= 5E
T, DU SIS ARE KT HEEMUKKCN B 4. C 41, D 4R E 4 (EREESRI¥R
X, P<0.05) .

4. qRT-PCR &5 E7R: IMAZYINI B, C. D. E VU4 SLZIGZH 1 PI3K. AKT [f) mRNA ik Hb i
TRAME A i S HA T, VALK PI3K. AKT ) mRNA ik /KF &Rk B
H, CH. DAMEA (EREFGII¥EX, P<0.05) .

G5 JE T A BRI N TGF-B1-PIBK/AKT 3 B4 0 NIH3T3 2 o () 48 4

eP0O-211
Nifuroxazide ameliorates pulmonary fibrosis by blocking
myofibroblast genesis and Stat3 activation: A drug
repurposing study

Cailing Gan'. Qianyu Zhang?. Hongyao Liu'. Zui Tan®. Yuting Xie!. Tinghong Ye!
1. Sichuan University-Oxford University Huaxi Gastrointestinal Cancer Centre, State Key Laboratory of
Biotherapy , West China Hospital, Sichuan University, Chengdu 610041, China
2. Department of Nutrition and Food Hygiene, School of Public Health, West China Medical School, Sichuan
University, Chengdu 610041, China

Objective Idiopathic pulmonary fibrosis (IPF) is a lung disease with complex pathogenesis, high
mortality. The development of new drugs is time-consuming and laborious, and the research on
new use of old drugs can save time and clinical costs and even avoid serious side effects.
Nifuroxazide was originally used to treat diarrhoea, but in recent years it has been found to have
other pharmacological effects such as anti-tumor and inhibiting inflammatory diseases related to
diabetic nephropathy. However, there are no reports about its role in pulmonary fibrosis. This paper
mainly embark on the effect of NIF on pulmonary fibrosis and explore its underlying mechanism.
Methods The therapeutic effect of nifuroxazide on bleomycin (BLM)-induced pulmonary fibrosis in
vivo was measured by ELISA, hydroxyproline content, H&E and Masson staining, IHC and Western
blot. The content of immune cells in lung tissue was analyzed by flow cytometry.
Nifuroxazide cytotoxicity were evaluated in NIH/3T3, Human pulmonary fibroblasts (HPF), A549
and Rat primary lung fibroblasts (RPLF) using MTT assay. Finally, a cell model induced by
transforming growth factor-31 (TGF-B1) stimulation and different in vitro
experiments (Immunofluorescence, Western blot, Wound migration assay) were conducted to
determine the effect of nifuroxazide on the activation of fibroblasts and the epithelial-mesenchymal
transition (EMT) and migration of epithelial cells.

Results In vivo, intraperitoneal injection of nifuroxazide relieved and reversed pulmonary fibrosis
caused by BLM bronchial instillation while inhibiting collagen expression. In addition, our results
also showed that nifuroxazide inhibited the expression of a variety of cellular inflammatory factors
and improved the imbalance of the immune microenvironment induced by BLM. Furthermore,
nifuroxazide suppressed the activation of fibroblasts (NIH/3T3, HPF) and the EMT of epithelial cells
(A549) induced by TGF-B1 in vitro. At the same time, nifuroxazide has also been shown to inhibit
the expression of collagen in activated RPLF in a concentration-dependent manner. Most
importantly, we used an analytical docking experiment and thermal shift assay to further verify that
nifuroxazide worked in conjunction with Stat3. Moreover, Western blot and immunohistochemical
staining also showed that nifuroxazide reduced the expression of p-Stat3 in vitro and in vivo.
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Conclusion These results suggest that nifuroxazide may ameliorate and reverse pulmonary
fibrosis by inhibiting the activation of myofibroblasts and the Stat3 pathway, and support
nifuroxazide as a viable treatment option that may bring benefits to patients with IPF.

eP0O-212

ILC1 fE18PRAF S FHAbE R R EPRIERAMAR

MEPLL B L KB Bl
RED N QRSN

B A5 bk 40 H (ILCs) PRI AR 256 158 2 mh 47y V6 B LA 6 T RO A SR I ATV R, ILCs JUHZ ILCL
18V BH ZE 14 it s (COPD) 1HEF2 A AE I A AHOCHGE, {5 ILCs 7512 B & il 18] Jot = 4 R 4R
R H AT AR B B . AW B R 04T ILCs Rk 15 Bl 18 FE A 5 i 0] 5t 5 4 B8 8 g 2 e N s 52
M

Frid B 1500 T2 B R 22 B f AR 2Bt 35 4412 BH T f8 38 Jx 23 44 1% BE i & 5 fifi [ it 5= BB & 1) ILCs
BRENATEDL, FEEAT TN EBE Y . XTIRALIR B ThAE IE % 1 30 &4RK N RBEITHF 7T . i@
I gl AR (FCM) 5 53 B I ) ILCs 3Rk, FE4007 ILCs Z WA 5 2N . SRS M
fliThfe 2 [alff) 5% & . @it Real time PCR /2 ELISA J2:46 I &1 J& if BA% 40 i (PBMC) 4% 35 K - A
LR F- 1) mRNA 8 KRS I

SR SR, 12 R AR B A i ] R R AN E L ILCs Luf B R . o
ILC1 FRIA# N, 1 ILC2 A1 ILC3s FKiAwD, SMEMMER ILC1 RIAHE S TREM. ILCl/
ILC2 LbfH 545 BE A S o 2 IR 4 2 EAR G . SbE n =5 0708 PR 55, IR A R i) i =
W, HAERP ILCL AT T-bet FI2r WA T (IFN-y) AN THE

2518 ILCs 302 LA 7 5 0 T 0% BEL AR 45 5 it [ o S AR I S I A HEAEH

eP0O-213

I ERAERIRE S ENFEREES

PN
M i 0 N RSB

B B 2R S R AR 2 R BL, S BRI B it

Trids WERIE A e VRS e F 7 () R e S UL A 2], 4% 2012Chapel Hill Consensus Il % fiy
AR R AR RAAFIER, SRBORBI 163 143, T 3BT R R, 4S8 2R Rl & g L1,
M 5 IR SR DL, & BER T A B i

SR B PTA 8 R EFE T, AWRRGUEIRE 27%, TATEAZR A ORIk E] 1 52%. AL
M R MR BRI, 456 E5E ANCARE, AR T IS R iz,

g5k M RNTEHEZ W, IR SRS TIFRRGAEIR, AR I R e BT FUAT 52
TR BOE B R
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