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Influenza A virus induces airway inflammation via activating NLRP3 inflammasome
pathway in acute exacerbation of chronic obstructive pulmonary disease ---------------- shuang ji,Guang-He Fei

The radiographic bronchiectasis in patients with COPD-OSA overlap syndrome

Xia Yang,Lixia Dong ,Jie Cao

Comprehensive analysis of mMiIRNA-mRNA-IncRNA networks in non-smoking and

smoking patients with chronic obstructive pulmonary disease Qian Zhang
R & JF COPD 3 3 4EfiThRE R FT 2Rk
Cigarette smoke extract induces pyroptosis in human bronchial epithelia via the

NLRP3-caspase-1 inflammasome Mengyu Zhang,Yiging Qu
BT HMGBL e i S BRIl 2 15 115 BELI it vt E i 4 D P B W RS R - SR, F AL, B A
Association Between Air Quality and AECOPD Induced Hospitalizations in Guangdong

Province, 2013-2017: A Time Series Analysis Zihui Wang,Yumin Zhou,Longhui Tang etc.
2 FATERERY UBE2M 42 il =i s Ll R i 72 2 JE 0, R ity S AU S
Th/Th17 4 R 72 284 5508 1 WL 2 1k i 38 0 7™ B 55 B P D B R BB O - W E  FEYE T, R AR

Chinese validation of the Brief International Classification of Functioning, Disability
and Health Core Set for Obstructive Pulmonary Diseases from the perspective of

respiratory physicians Bing Liu,Ranran Dai
YRR IE L Arp2/3 S B A5 e 1 1 REL 8 A1 e o it 60, 15 4 L 2 e T B ) T BEATL AU AT 9 ------ Gl Al 7% )
Prediction of clinical outcomes in Chinese patients with COPD comparing the

GOLD 2017 and 2013 classifications Yanan Cui,Yan Chen
NHEMThRE T B m fa R R -k BT A DX A HEBA ST 7T F R R A gE
5 KL FE AR s i 38 CT ) s U1 B B A0 i U 5 0 B S5 A SO 2 TRV R O R AR - BESLH, H A
Blood eosinophil is an independent predictor of mortality for acute exacerbations of

COPD: A five year prospective study in a real Life setting ------------ GUOPING HU,Haiging Lili,Pixin Ran etc.
COPD Jii B 2 A BEVI 25 77 ZEt 95 B B 75, R R 2 [ FH 55
/INB, BMSC Sl g% CSE 55 H MU A B2 40 B PRI, BT X A FH 45

Mouse bone narrow mesenchymal stem cells-derived exosomes attenuate CSE—-induced
pulmonary microvascular endothelial cell apoptosis--------------------- Liying Yang,Ping Chen,Yiyang Zhao etc.
RELMB as a biomarker for acute exacerbation of chronic obstructive pulmonary disease --Xin Yao,Ying Zhou

BER3TR
M3 BT IL-13 A ECP fEFERR KL A0 2 1 AECOPD fE: Bt /&3 1 (1 I AR AN H ---------- RSN AT BTN R
BALF H 3R i P4 8 1 0224 [2 5 COPD i /™ B B FUAH SRAERE T - PN S R Y, 2B IR =

Unique synergistic effects of Shufeng Jiedu Capsule and oseltamivir in influenza A
virus-induced acute exacerbation of COPD shuang ji,Guanghe Fei

10
11
11

12
13

14
14

15



v AR S 2 B U e FEMS AR B A i s 2 AR 2 WG

Phase | study to evaluate pharmacokinetics, safety and tolerability of single and multiple i.v. doses on
N-acetylcysteine (NAC) in Chinese healthy volunteers. ------------------- jie ming qu, JingSun, YaozongYuan etc.
Bronchial Variation: Roles to the Susceptibility to Chronic Obstructive

Pulmonary Disease Xianwen Sun,Yingni Lin,Yongjie Ding etc.

Expression and clinical significance of GDF-15, CRP and T lymphocyte
subsets in peripheral blood in patients with chronic obstructive

pulmonary disease Bu Wang,Zhihua Zhang,Shengfang Yuan etc.

The Role and Mechanism of HIF-1a in Epithelial Mesenchymal Transition

of Chronic Obstructive Pulmonary Disease feng zhou,Kedong Zhang,Liang Yuan
JHHEARIS ) 2 1 FETUB 7£ COPD 4% 11 7 m I i # COPD ARl U ---mmmmmemmmmoeeemeaa 7] R N P
SIRT6 711 PHL 28 M it w3 428 4 Y B 237 WLl MRERSS
HBO1 attenuate lung apoptosis in cigarette smoke extract-induced emphysema model

via the WNT signaling pathway Lijuan Luo,Yan Chen
Glycyrrhizic acid ammounium salt reverse CSE-induced corticosteroid resistance through

increasing HDAC?2 and decreasing NF-kB expression-------------------- Sun Xuejiao, Yujing Qi,Yang Zhang etc.
TR I 1 B 2 P s 2 R85 AR R AAE 1 23 W B R
BREFEE T FUNDCL 5 S 44 5 i 5 3 COPD SO, AS 7 R
Noninvasive ventilation with auto-titrating EPAP in COPD patients with
anxiety Boxue Han,Lishun Yue,Yanchun Wang etc.
IL-17A R A I R0 55 22 i 175 3 RO =S RS R )  J5 25 2 4, AT, A 55

Average Volume Assured Pressure Support Auto-titrating EPAP(AVAPS-AE) mode in

COPD Patients with Severe Pneumonia Boxue Han,Yanchun Wang ,Lili Dong etc.
Characterisation of the Frequent Exacerbator in Chronic Obstructive Pulmonary

Disease Patients: a Retrospective Study Conducted in Shanghai ------------------- Fangying Lu,Bing Liu,Yi Guo
2002-2016 3 WP ZR 0500 58 L 3K AR A a4 I SURGA YRy S
GEAZHT T IR G R i3 7 YO IO 55 2 2 1 B MR At PR 1) ML 2 M2 ARAL AT MMP'S 77 A < RHOE A &S
Abnormal DNA methylation and expression of Nrf2 in COPD ----------------- Chu Qin,Xiaoyan Sai,Tao Bian etc.
i B O I 2 S B COPD 3t Ji& (1) B ZE AL W T, 2 T AUk
Progress Of Chronic Obstructive Lung Disease with Osteoporosis --------- Shiyuan Gao,Yixin Lian,Xinggui Wu
B AR FE ZE PR BN AL X AP % BEPUE 2. — T2 O IG R R B ST ----eeeeeee SOV, 1) 2 2R
A comparison of FENO, FEV1, blood gas, CAT and mMRC measurements in

evaluating the health status of patients with AECOPD Zhou Aiyuan ,Chen Ping
HOXA-AS2 promotes HPMECs proliferation via Notchl--------------------- Zhou Aiyuan,Zhao Yiyang,Chen Ping
1% VE-cadherin, NT-proBNP. D- %Ak K CRP &2 14 [H 38 i Stk i g

JE I ik 28 b i R 4B SRR FE T R4

Expression of endoplasmic reticulum stress-associated protein IRE1 and JNK in lung

tissues of smoking induced COPD model rats Lile Wang,Ruicheng Hu,Aiguo Dai etc.
Effect of atorvastatin on lung apoptosis-associated protein caspase-12 in chronic

obstructive pulmonary disease(COPD) model rats Lile Wang,Ruicheng Hu,Aiguo Dai etc.
FET ELIPR I 43 AR o v B R R AR REL R S8 S 5 B T T AL TFHRERT Stk i A8 4
IR A BTN BN R BE R IR B 25 23 b7 Boxt 5 FHREI, B R A5 A
MU R B (MI-E) WS A UHE B R i PR T 98 47 8 ) - FHER] W 58 B 225
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Correlation analysis of IL-6, IL-8, TNF-a and autophagy of bronchial mucosa in patients
with chronic obstructive pulmonary disease-------------------- Mengmeng Wang,Fengfeng Han, YUHaiyang etc.

Neferine Enhances Autophagy to Alleviate Cytotoxicity and Apoptosis Induced by CSE in

AEC-II through AMPK/mTOR Signaling Pathway -------------- Mengmeng Wang,Fengfeng Han, HaiyangYu etc.
AR LR AL 23 5518 1 BE SR I 5 8] 71 5% & Wit A=, VR REZE, 2 P 4 55
The heterogeneity of COPD animal models Xia Xu,Ke Huang,Ting Yang etc.
TC 1 WL LU 2 0 e N A R VA WRIRIR, SIER
A5 BEL A s o S B S0 e 6 R S0l R ST AR 4% B, A RS
Current status in the treatment of COPD in China Yugin zeng,Shan Cai,Yan Chen etc.
SAM it H B G fifi Ut R B CDA+T bk B2 i 27 AL 32 B 85 3l 1 FH ERARIR S

Tt e, o 240 L R R e KRR, AT TR A
AINRTE — A RS DU E A A B 2 A I 9 v SRR A 4B 23 B T
A8 L 2 A s 5 A P o B 6 s A 2 A1 5 0 7 B A AT S I EE AR AR O e T R e T, R A

Passive or non-smokers with COPD have different characteristics and therapeutic response

compared with active smokers: a prospectively observational study -- Xiaolong Li,Zhen Wu,Mingyue Xue etc.
5 1 B 2 R S 005 - 4 ) I8 008 1) S B DX 3R 23 o xar, W IDAT, 0 oR A
Identification of risk factors of acute cardiovascular events in acute exacerbation period for

patients with COPD: a prospective nested case-control study ------------ Weiping Hu,Jing Zhang, Yihui Zuo etc.
Regulatory Roles of Siglec-9 and Siglec-E in Inflammatory and Emphysematous

Responses in vivo Zi Chen,Lixu Jie,Linyang Ge etc.
CD147 Promoted Epithelial Mesenchymal Transition in Airway Epithelial Cells Induced by

Cigarette Smoke via Oxidative Stress Signaling Pathway --------- Hongbin Zhou,Zhehua Wang,Yang Yang etc.
AP IR OGS Y R AR BRI ) e S DR 3R HEHREE, XU R4S
SIRTL BN SRT2104 1£ 7 55155 3 (1 il <l /> SRA 2 b (R 7 4R FH - B AIE
HiaiB e & CT LI AL (PMA) 752 FHPE A R EAT4R PR W0 e RV §
Cardiopulmonary Exercise Test in Early-Stage Chronic Obstructive Pulmonary Disease

(COPD) --- a Cross-Sectional Study Zhishan Deng,Xiaochen Li,Chenglong Li etc.
The CXCL5 and C-GSF levels in serum and bronchoalveolar lavage fluid were elevated in mouse

model of COPD and associated with their lung function decline --------- Zhicheng Yuan,Jun Chen,Luqi Dai etc.
SERMES CT Z4AENS 1 P ZE ERBOR T RS FAME : — BIATHEVERIE FE —-memmmeme e mememeeees RTINS
ATHEAH 7S 5 GLAHRIURE 0 DR B AR SRR A D A 8 3 A4 ) 7 4 155 BAE E&
AR R R S O Y SR AN TLR2/4 5 S 4% COPD fili Th17 41 fk HEE
% 755 RANKL £iE 2 5 it B 40t MMP-9 7= 4E JABE R, K B
7K 8] 78 J53 240 M 50 Pl =k K B S 2 RE (A AR S AL Al B 7T ek, 2 V3, TR 5 5
T8 BELAT B S AN TROP2 X/l b g Nl & N Bz 4B A 5 ] - - FEX, 2 50 e A5
FEV3/FVC 7/ B A TEAL b 1 EHTHR A X, SRR, EAEE

Therapeutic potential of BLT1 antagonist for COPD: involvement of inducing autophagy
and ameliorating inflammation Li Zhang, MinZhou
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PEITR
COPD I ACO 31l EOS 5 RMEAREM. IHThREMIAH KL Hr P E-NT TR
U DUBE 1B RZ AR5 AR e 190 24 24 35 2T 5 S, H &
WRAH. TNF-a -308 2 £ &M 2 M UM Ik ARRBUG M (1938 FAE FH -=-eeeeeeeeeeeee TRHETT R I, E AL 4
oA RFIR AL A TT 18 BEL T 5 - PR 38 PR s PR 43 1T TR
1 P LS 1 i 2 6 3 A R0 T e B (4 R ALl R 97 FCE AR
% P Filps VAP FRIRLEE W5 Ak Ak
SREY RS AERR BRIV T HERE S AR N IR T 18 14 B 1k i 9o v 1) 2 FH 280 40 i TRIGE
IR 35 B U EB5 T30 DU P 3 B0 T BRI ALY 7 COPD MR 43 b TE
AP B T TR 18 R A T i R A S5 IR TR ) Rl B AR VR R 7 IR R N RS
1 P JHL S 1 i 2 3 45 3 18 0 8 SRS (Rt 7t e B 5 | BRI
D lEEAE COPD A1 1t IR 28 485500 v A S EANT]
L3y 0o B BT TS S 6 I AR S e B ity 5 5 M 42 ) 2 Vo 2 FX) R 0 00 SR 43 # S
AT R A AP =2
W 0 AECOPD fB & I R S Dy BE A5 ke
H o e K L 0 PR P2 U ZE LAl R 2 AT L AR i 2 KN
BBt #LIX . SRBE— A A A 18 FEL e 58 2 P 3 o 1 R P A A = ZRIR A, FMRAR, X1 55 45
53 P 9L 28 P I 92 A 01 8 T R S BBk O 1k SRR kAR Vs
Serum Uric Acid Levels in Patients with Chronic Obstructive Pulmonary Disease:

A Systematic Review and Meta-analysis Yiming Ma,Herui Li,Zhongshang Dai etc.

Blood EOS Level To Predict COPD Clinical Outcomes:Not Yet Ready ------------------ Chengsen Caichengsen
Ak B A il s S TR PPA 5 72 PR
LV TR A 4 I %o 4 L S5 A it 3 P N o P TR A1 4L BRI R HE A2 IV A4S
R AECOPD A: [ £ 5 AN [R] 2 B 1) — FECRAAIE S He A o R 3% Tk, X B
M1 TR 4 O, ) 0 12 L 36 VA Moo A m 8 ) 4 S I o i S S e R0 48, 58 5
ZRRT Y 2 e o L X N L A I o S R KR 2B, RN R
S A L L iAo 9 58 AR e 2 3 o B PR S LM
ROk A it 3 . COPD &35 it e 4 A AR, Tk
HROV A AR it I R WE R P b 4t Ffa 38 v 1 COPD — 51| Fadis
ol IE K38 Uk COPD & Jf 11 A4 i a5 uf £ 38 1< 53 BT Fia v S i D B PR S ) X
SO N -1V BH FEVE B B LR G AE R E FENO AL IR = L
Mi% IgE - FEV1  FEV1% M=t KR, ZE 7K AL
KRR TD RNA 55 i 505 (AR SCHIT 7t 1t NG, A 0% T
8k BEL ZE A il 5 - O B 2 A IR TG, 2=
37 L M 7 A L o 1 R H I
B FRIATT O 18 BE i B B S R T 2Rk HIER, F Y
T84k BE ZE VRl & il R R T I AR P 2 SR Ho) FI775, %W

Rational and design of Intravenous NAC Phase Il China Clinical Trial (IVNAC-3C). ------ jie ming qu,Wei Tang
Identification of relevant variables and construction of a multidimensional index

for predicting mortality in COPD patients Limei Xu,Tiaofei Ye,Jiahui Li etc.
JI 3 2 47 B A A1 L S AP s 6 3 v A 3 FRLL Y
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B2 5 7 PM2.5 555 0HE b B ) 78 5 A ) o 72 B UM, A, H e S
ZL75 3T THO0 MR 5500 55 5 2 it UM/ SR Th/Th7 4R IR 235 R AN - oo ke KBE T, AL A
Wity P YV SRR 12 B 52 A A6 3 g T e T RS T LAY A, E R
2 TR R B TT 18 BRI SN B 2 A PR R PO R, EHREE
F4 2 T R R R MBS 2 i A 10 ¥ 1 BEL it 22 46 PO R, EHREE
HH D 15 £ 45U T R 1 LA 2 391 6 G e T RE D S ) LAY A, E AR
A study on the value of allergy screening in patients with chronic respiratory

diseases: allergic COPD patients have lower lung function Haisheng Hu,Baoging Sun
TR 2 MR 4 7 5 O S A2 i s o s AR 7 3 e PR BT HH
IL-8 K TNF- a £ 18 Btz 4 i = 0 45 va o7 o 148 94 E SN, KK, I AE
1 BEL it R8O A A B R A T 1R 2 1 52 T 9 i, 2R
Prevalence and Characteristics of Pain in Patients of Chronic Obstructive

Pulmonary Disease:a cross-sectional study in china --------------=--------- Wei Cheng,Xiaoyun Li,Jiaxi Duan etc.
7081 1 s 38 AUx 18 1k BEL 28 P it ms FR B IS sh Il 2k AR PR R BORIT AT - BhiE A PV TN A5
P 2% 925 1 RN B PE W AECOPD TR 5UR A 7 B8 B, 7 k45
i A 477 B~ L i BEL s v ) 182 H
A 1 BH ZE P Tl s P R AR B PR IR B I PRV 5% i
ST 1 5 AR i PR 5 AL LA 7T FXRTE, VM, 2 LA
3 I ot H A L 5 B i M B A B I 2 B 2 A TRE O MR i 2R R A
AR B ZE M S R A B AL 37 B 52 HE
KA RNA 7EM M B ZE VMg b AL BiF 7ot f VN & e RS
CRP/ALB. NLR. PLR %} AECOPD & I [ T i5 F 72 W, SEHE, ZE AR S
53 P 9L 2 P I s 7 R 1 R B A 1 Y pAIEr
B RE LT ST ELAE A E A i o Ak DX ik 52 e 6y 2 T S I AW IR L PN R
P8 FL S8 AP s APl 225 A% 1R 52 TELAE ) S 2 1R L ) IRHET B ARG 4
LA BT AT — SRR I R T T I U308 BEL ZE R A o S8 9P LA ERAL L5
A BEL A Al s AR A S Ml il B0 10 i PR R k3 A FHW, AR
COPD R H AL X LI v 55 AR SR JUIt 28 B WA 8. — I 4R REATLN B 50 TV & S
PR A4 S0 R 0 5 SR LR R A 2 B R 3R A B, e T
WP L AP L5 TE 2 BV B A AE 12 COPD Hh ST 7 B, Fi5s =
W TR P 200 0 7K P 518 1 L S P it g e o i 8 156 7 B AR P PR A DR 43 BT &nbs p---- - - PRI
il 3 M8 S5 e BB AE IR YT COPD A3 11 2L 0PI 3 8 v 1 RUCSR L e EREIRITEE!
LT YU B IV IE BRVR T X B I 48 5 IR g R LI 2 PR A B B A AR - oo XEHN4H , 3
A Comparison of Diagnostic Consistency for Asthma-Chronic Obstructive Pulmonary

Disease Overlap and Clinical Characteristics Study --------------=--------- Wenjing Ye,Wen Gu,Xiaoming Li etc.
S 32 i 5 )1 250 1 L it 68 38 A2 975 Jo 2 FR) S g9
S 32 i 5 )1 250 1 L it 68 38 A2 975 Jo PR S g9
182 ELATS I L BE A5 2 EAU3 X Wi PR &3 VAl (R 52 ) i 5, R 4R
AN TE A fis 1y 5 2 A B PR VPAR S B 2 W 2 B A B i 5, R 4R
T EY — R ELET- T COPD 38 HIRE H RS /7 L I RRE IR LB
YuAz 2 D3 18 [F 1 it 8 7 i v 00 5 5 SRR A 3 o 2 ) VLA
£/ BiPAP X COPD & Jf IT B I 25 3 M IR 5 25 1) 52 i) UK
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2003-2016 4 L i 47 [X B ZE VL it ST T ke 3520 #r L 2
BB I R R AR I LRI R 7 e 1 R SR SRR, F B, Sk E
A5 BEL & A s 5 0 R AN RTE Tt e bR,
&3 COPD 4l R4 # B AR R
15 BEL M s S8 WP S 4 R L PRI S8 e, %
OSSR RRAGR S 18 1 BEL A s 95 5 I 3 ik 8 s £ 8 I 3 ik L 31 70 27 B O D R A PR PP
JEEH, RIA
F T FE A 4 B RN XS PR LA X it 8 £ 52 PAIPR )
25 BT INYRA T B AR B AE AECOPD JR L B 3 2 2 e 12 8 0 RS --- - zhen xu,Yan Peng
1E#fiE Rt D aE I g4 5 COPD 3% fifi fE 5 Ay
ANTR] RV ) 78 S5 T 41 M v 77 COPD I PR G 2540 PP PR, FLEE ) MR S
T & X AL X R COPD AmfF sl S 2R BRI 2 AR, VF 2R 5 45
7 HA S BRI £ 1 MLR (R TR I B, e 2 R
5 P BH ZE PR Tl B0 FR 2 IL-64 IL-8. TNF- a /K5 SO R H A DG E b Al - T, wh e A
ARSI il 30 Jok v F Y HMGB L 3R 1 5 M) BT AR e 1%, 5 H R
KRB HPH o1 LPA Xof A B2 A0 41 R AR 45 PR B T, MR
microRNA-21 7£ COPD P Ji [ Jii % f A A FH AR PR, F0 21 T AR
i ZEKAL L 0] NLRP3 S /AMA I AL 93082 /N PR BB A R - EW e JEme s, SR
CT & B IR i = A0 =i B 1 J5E 5 0 1 L 2 A1 i S8 it D 3 S N EVRFALE PR SR ZR IRV 9 -- JR I A R 5T, 55 Vg e
HHFNC 5 NPPV 577 AECOPD Jf [T ZUFIE )57 R Lk FHHER M T 58 5 5 2
WHE . TNF- a -308 FEBR 2 a5k 5 22 4R il U i PR U 08 B i 52 BLAR ) - i SEYR S RSN AR
I FHL APP R A2 18 B 5 e A PR X BRAUA, Fili 2, R 4R 45
A [X [ A of 18 44 L S P It 5 = 2% FOL7 SR DA R AR O B s SR R G|
BERALHETEER (1 6 7212 1 FHZE P Ml o 28 2 IS o AR ARk R i PR i L Wiz, 227K 2L
ARG VENURE ™ AR 5 Bl D B b i S XA SRR X 2, S R A
5% FEL it L B2 W T e 3t TG AR TUHK, SR
AN R SR R S0 4 2 e ) RS P AR T 2 75
Clinical Characteristics of the Eosinophilic AECOPD Yujing Qi,Zhiyi He,Zhe Wang etc.
T8 JIAG BEL I o5 175 25 45 PP Ak ok T2 R e B T A0 £ PRI 025 W 7 R
NLR. RDW. 6WMD 7 i 8 1 BEL 2 1 it g 30 25 S on 2 3 28 o e PRAN Fix
5 KL FE R s RO T 32 e P53
— S FE ZE P S EINE A IEBE N VTE il 75 = X R AR R
Erythromycin Reverses Cigarette Smoke Extract-Induced Corticosteroid Insensitivity
by Inhibition of the INK/c-Jun Pathway. Yanfei Bin ,Zhiyi He
e HH A S SRR I 7 73 SR A S il o 2 B 9 129 o 8 L Zoe, i, B
CERBE-E X -FRBE AN 1418 1 S e il o il A A B A L&Y FHEE
oy AR b AR TR T AP L 8 P e 75 228 1) o 15 il T REAGL UL 155 5L 7 W B 2R B A, 2 R
oy AR FE AR B R (e 3t AL R ZE i R 2R i e R A X S DR 4
18k BE ZE VR s s & A IR 212 Wy S iR T it e TR, R
2 2R AR A S BE A 5T < 2 e 12 (4 AL B 7T Wrifgdh, £ 5,2 5%
Jig SR AR 55 18 42 L S 12 s HIRFY R &, R an 5
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E 4R iE T TGF- B 1/SMAD7 i@ % £E COPD il b 5 4 i 7] 53 44 4k /B /5 FH RO L 8 F 9

XITLRH, Fh 24, i A
A S I AU A BB S R R e A R A PR S, SR BT
HRMP AR 4 5 8 15 18 2 FH 2 P il S, Ek
PREN TN 55 40 35 15 5 )5 55 Ak 38 5 L 7 28 U, X, R /N T 4
PM2.5 il Wnt5a-ERK {5 5 38 2% in 5 154 BH 2 il <55 b 2 MR 255 -5 1) ST SRE =--mmmmmeem FELEBRNI
ZRA VD R 25 v P i L 2 M s 5 b 2 4 i R W % EES
] A fi 2 A2 AR T AR« AF 8 R R B AR SR T S A AT ALK 3 AT L IliE )
PS5PIK K3t N s i 44 TAT-N15 757 AR %7 T (1008 J0RE P K F A 7 T R NI
gk L M s 5 58 Tl B R U1 R A5 AT 1) 36 £ G o) 55 28 P A 56 L IliE )
T2 COPD HE i FH 4% 1 Fili oy B AW )1 285 0 A7 M T R 52 11 S 0 SR B s PR U 5% ------ SR R4 J) 2, T
WAL VI R R0 R 8 0T T e S 0t (g 36 B 3 LIt 3 0 2 A s ) bk, R A
TSLP. IL-6 £ COPD 3 [LiF H R IA T Il I ARIBUR Y v 4
CPAP il BiPAP IR i {5 i J& 2 i L it 2 1 2 1) 5 ) IR R EIS
BT 5 I KRBk K R 1E— Bk SRR R
01 B W b L 2 M A 5 e A 7 FR AT
A1 T A A L B 1 AT A Sy 1CS 7E A8 1 B 1 it S8 i PR S FH R AR B 2 e PARERETE 2L
RAEFF NF- x B 15184 BH 28 P il 14 5% 3R I I AT 92 KR SR Y
o A L b 2430 5 B R TR AR VA 1 1 L S e it A4
) SDC-1 A A BERCH S COPD BTt JAE sl SN A BT IARICA -mmmmmme e R
A5 LS i 5 4 S TR B M e« S A 41400 T o (9 R0 1 41 T
1 DL 2 M s s - - 3L R A R R (V7 ke A=A 58, e
SASH1 FEAR AU B bk e e 1 4 2= PR RO, Z i — 4
T T X SR R T LA AR BRI 7 6 e 7 1 A T
I T DX 2 R T LR ARk IR A 1 BEL i e 1R 1 A T
B A5 B B WP R i A2 A 2t 8 5 B LA 26387 (097 RO R e AREIE, RS
i S HOE LS J7 A JAKISTAT JEEKT COPD FEAL K R A B A LI --mmmmmme e SR, T, O
X GOLD J¢ GINA #2 HBhi -2l S (ACO) HE&IIAF =W T
MALATL J& (K s ik BT eif4e/akt {5 5 1% S0 PDGF-BB i 31
BT L4 A G AE RS WROZ, 2 PR
e ML B ZEVE Il B H O AETE TR S EXFHTF]
RE TR PRI M T4 E Sy COPD 2 fin =5 A 43 e st ] f il Al 5 MKGH
A5 B M s 95 5 I A R I PR 43 B R, T e Bk e 55
PM2.5 Xt A1 K FEHLX. ACO £ 520 (1l A i TR, EIRIY, #% %
A FEFEKE A TE OB SIRTT AECOPD F K fiti 4 i 2838 I I RS T 280 B 2 A VEVT Ay - ith 2 e
T B A s ZRGYT AECOPD i — 1 JE#
S LA AR KR R4 S P B 40 i 38 AR AL R 92 A%, Wi

Adiponectin antagonizes LPS-regulated airway epithelial cell secretion of inflammatory
factors and its expression is influenced by inflammatory factors, LPS

and apoptotic cells Hu Liu, Huo-yanTang, Rui-yingWang etc.
YRR AE EA AR B L3 A A BTSSP R 453 0t O A FBIE 78 S A M ) 86 B 207~ 1 AR - ML
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Mechanisms of vascular endothelial cell injury in response to intermittent and/or continuous

hypoxia exposure and protective effects of anti-inflammatory and anti-oxidant agents ----------------- Fan Xiao
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Influenza A virus induces airway inflammation via
activating NLRP3 inflammasome pathway in acute
exacerbation of chronic obstructive pulmonary disease

shuang ji Guang He Fei
Influenza A virus induces airway inflammation via activating NLRP3 inflammasome pathway in acute
exacerbation of chronic obstructive pulmonary disease

To investigate molecular mechanisms of airway inflammation activated by influenza A virus (IAV)
infection in patients with acute exacerbation of COPD (AECOPD), provide a theoretic guidance
for clinician to choose an optimal therapeutic time and reduce mortality. The nasopharyngeal
swab, BALF, and serum of 37 AECOPD patients were collected; human bronchial epithelial cells
(HBEC) were isolated and cultured from normal (NHBE) and COPD (DHBE) bronchial tissues
and co-cultured with 1AV, and then with siRNA or MCC950; COPD experimental animal of 1AV
infection was established. IL-18 and IL-18 in serum and BALF were measured by ELISA, mRNA
and protein expressions of NLRP3 inflammasome were measured by gRT-PCR and western blot,
respectively. IL-1f and IL-18 levels increased significantly in serum and BALF in IAV-infected
patients; the levels of NLRP3 were elevated significantly in 3h in DHBE preceding in 6h in NHBE
after inoculation with IAV and reached the peak levels at 12h, maintained to 24h. Caspase-1, IL-
18 and IL-18 also elevated significantly in a similar time-dependent pattern, the mRNA and
protein expressions of NLRP3 inflammasome were significantly decreased when DHBE were
treated with NLRP3 siRNA and MCC950. In experimental COPD rats, NLRP3 inflammasome can
be activated by IAV. By comparison, treated with MCC950 can improve animal survival, reduce
NLRP3 inflammasome expressions and the levels of IL-1(3, IL-18 in BALF. In conclusion, COPD
patients are susceptible to IAV and IAV fires stronger and longer airway inflammatory storm,
which can explain why IAV induced AECOPD patients have more severe respiratory symptoms
and higher mortalities.
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The radiographic bronchiectasis in patients with
COPD-OSA overlap syndrome

Xia Yang Lixia Dong Jie Cao
Tianjin Medical University General Hospital

Background and purpose COPD-OSA (chronic obstructive pulmonary disease - obstructive
sleep apnea) overlap syndrome have higher mortality and more frequent exacerbation compared
with either disease alone. Bronchiectasis revealed by high-resolution computed tomography
(HRCT) is common in COPD and associated with the exacerbation. Sleep disorders and hypoxia
are associated with bronchiectasis, but whether OSA is associated with comorbid bronchiectasis
in COPD (COPD-Bx) is unknown.

Patients and methods Patients with stable COPD were enrolled consecutively and evaluated for
the presence of OSA by nocturnal polysomnography (PSG). The presence and severity of
bronchiectasis on lung HRCT were evaluated by the Smith and severity scores. COPD symptoms
were evaluated by COPD Assessment Test (CAT) and Modified British Medical Research Council
Questionnaire (MMRC). The blood routine, the concentrations of high sensitive c-reactive protein
(hs-CRP), serum total Immunoglobulin E (IgE) and the proportion of the blood lymphocyte
subtypes were measured.

Results We enrolled 124 patients with stable COPD, of which 70 (56.5%) were diagnosed to
have OSA according to the data of PSG screening. The prevalence of bronchiectasis was 42.9%
in patients with OSA, but 18.5% in those without OSA (P=0.025). The severity score and the
Smith score which is the radiographic extent of bronchiectasis, were both comparable between
COPD-Bx patients with and without OSA. COPD patients with OSA had higher scores of CAT,
MmMRC, AHI and longer time spent with SpO2<<90% as compared to those without OSA. In
COPD-Bx patients with OSA, there were more higher levels of CRP and lower CD4/CD8 as
compared to those without OSA. In all the COPD patients, the severity score of bronchiectasis
was correlated with the levels of CD8 (r=0.694, P<<0.01) and CD4/CD8 (r=-0.544, P<<0.01). And
the Smith score was also correlated with the levels of CD8 (r=0.710, P<<0.01) and CD4/CD8 (r=-
0.558, P<<0.01).

Conclusions COPD-OSA overlap syndrome patient had higher prevalence of comorbid
bronchiectasis, which was probably associated with more severe hypoxia and enhanced systemic
inflammation.

Comprehensive analysis of miRNA-mRNA-IncRNA
networks in non-smoking and smoking patients with
chronic obstructive pulmonary disease

Qian Zhang
Affiliated Changzhou No. 2 People’s Hospital, Nanjing Medical University

Aims This study aimed to identify overlapping or diverging dysregulated genes, IncCRNASs,
miRNAs and signaling pathways in smoking and non-smoking chronic obstructive pulmonary
disease (COPD).

Methods Compared to normal controls, we identified the shared and divergent differentially
expressed mRNAs (DEmRNAS), miRNAs (DEmiRNAs) and IncRNAs (DEIncRNASs) in smoking
and non-smoking COPD by RNA-sequencing and bioinformatics analysis. Functional annotation
of DEmRNAs were performed. Both cis and trans-target DEmRNAs of DEInNCRNAs were identified.
The target DEmRNAs of DEmiRNAs were identified as well. The DEmIiRNA-DEmMRNA-DEINCRNA
interaction network was constructed. The validation was performed by QRT-PCR.
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Results Compared to normal control, 1234 DEmRNAs, 96 DEIncRNAs and 151 DEmiRNAs
were identified in non-smoking patients with COPD; 670 DEmRNASs, 44 DEIncRNAs and 63
DEmiRNAs were identified in smoking patients with COPD. Leukocyte transendothelial migration
and pathways in cancer were significantly enriched pathways in non-smoking and smoking COPD,
respectively. MiR-122-5p-A2M-LINC00987/A2M-AS1/linc0061 interactions might play key roles in
COPD irrespective with the smoking status. Let-7-ADRB1-HLA-DQB1-AS1 might play a key role
in the pathogenesis of  smoking COPD while miR-218-5p/miR15a-RORA-
LOC101928100/LINC00861 and miR-218-5p/miR15a-TGFBR3-RORA-AS1 interactions might
involve with non-smoking COPD.

Conclusions We identified the shared and diverging genes, IncRNAs, miRNAs and their
interactions and pathways in smoking and non-smoking COPD which provided clues for
understanding the mechanism and developing novel diagnostic and therapeutic strategies for
COPD.
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Cigarette smoke extract induces pyroptosis in human
bronchial epithelia via the NLRP3-caspase-1 inflammasome

Mengyu Zhang Yiging Qu
Qilu Hospital of Shandong University

Background and aim There are a large number of individuals exposed to cigarette smoke (CS)
among the population. About 20% of cigarette smokers finally developed chronic obstructive
pulmonary disease (COPD) due to CS can lead to irreversible damage and sustained
inflammation in airway epithelium. However, the role of cigarette smoke extract (CSE) in
bronchial epithelial cell damage and death remains to be elucidated. In this study, we investigated
different concentrations of CSE which may result in the death of human bronchial epithelial cells
(16HBE).

Methods CSE was produced by the burning of commercially available Hatamen cigarettes, after
exposure to CSE, 16HBE undergo the inflammatory cell death named as pyroptosis. Then we
used WST-1to test cell viability, propidium iodide (PI) penetration to verify the PI positive cells,
then we used ELISA kits to testify the expression levels of interleukin (IL)-18 and IL-18. Moreover,
we detected protein levels of NOD-like receptor family pyrin domain-containing 3 (NLRP3),
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caspase-1 and GSDMD. Furthermore, we used siRNA to slience NLRP3 in order to explore if it
plays a vital role in pyroptosis.

Results The increasing release of lactate dehydrogenase (LDH), the higher percentage of
propidium iodide (PI) penetration positive cells, the transcriptional and translational upregulation
of NOD-like receptor family pyrin domain-containing 3 (NLRP3), the activation of caspase-1, the
enhanced interleukin (IL)-1B cleavage and release, as well as IL-18 were observed in 16HBE at
different CSE concentrations. In addition, NLRP3 is required for the activation of caspase-1
through accumulate the inflammasome complex. Consistent with these findings, pre-treatment of
16HBE with caspase-1 inhibitor, or using siRNA transfection to silence NLRP3, result in the
decrease of CSE-mediated IL-13 and pyroptosis.

Conclusion CSE was not only can induce inflammation, but also contribute to pyroptosis and IL-
1B secretion via the NLRP3-caspase-1 inflammasome in 16HBE. These results demonstrated the
importance of the NLRP3 inflammasome in mediating CSE induced HBE cell damage and
pyroptosis, which may play an important role in the pathogenesis of COPD.
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Association Between Air Quality and AECOPD Induced
Hospitalizations in Guangdong Province, 2013-2017:
A Time Series Analysis

Zihui Wang®# Yumin Zhou*! Longhui Tang** Yongbo Zhang®? Yubo Ou?%® Xiaoliang Huang*! Ming Luo?®
Xianzhong Duan?%6 Chenghao Liao®? Wei Hu?%8 Yijia Zheng®? Min Xie?5% Duohong Chen>62
Xinwang Wang* Shiliang Liu* Nanshan Zhong# Pixin Ran'#
1.the First Affiliated Hospital of Guangzhou Medical University; China State Key Laboratory of
Respiratory Disease & National Clinical Research Center for Respiratory Disease, Guangzhou, China.
2.Guangzhou Medical University 3.Guangdong Provincial Department of Ecology and Environment
4.Institute of Environmental Sciences in Guangdong Province
5.Administrative Service Center of Guangdong Provincial Health Commission
6.Sun Yat-Sen University

Background Considering the complexity and heterogeneity of air pollution issues on
hospitalizations for acute exacerbation of chronic obstructive pulmonary disease (AECOPD), it's
essential for us to estimate cities’ relative risks (RRs) of air pollution respectively and make a
pooled estimation in Guangdong province. As the implement of regulations on environmental
protection, the air quality of Guangdong Province has ameliorated significantly in several years.
However, the benefit of the reduction of air pollutants that we have obtained and the new situation
that we should deal with has not been investigated comprehensively.

Method We collected detailed data of air pollution that including daily average concentration of
sulfur dioxide (SO2) , nitrogen dioxide (NO2) , particulate matter 10 (PM10), particulate matter
2.5 (PM2.5), carbon monoxide (CO) , ozone (0O3) and daily numbers of hospitalizations with
AECOPD from 265 hospitals in 21 cities of Guangdong Province from January 1st, 2013 to
December 3lst, 2017. Distributed lag linear Poisson regression model was performed to examine
the RRs of each pollutant on AECOPD admissions in 21 cities. General estimate was pooled
through meta-analysis. We also calculated the fraction of admission attributable to 6 kinds of air
pollutants that had not exceeded the Chinese grade | 24-h target.

Result From January 1st, 2013 to December 3lIst, 2017, 560215 admissions were recorded.
PM10, PM2.5 and O3 were dominating pollutants in Guangdong, while daily concentrations of CO,
NO2 and SO2 were attained grade | 24-h target with few exceptions.

As each IQR increase in contamination, pooled cumulative RRs for lag0-4 admission for
AECOPD was 1.086 (95%CI 1.074-1.098) for PM10, 1.081 (95%CI 1.065-1.096) for PM2.5,
1.073 (95%CI 1.061-1.086) for O3, 1.063 (95%CI 1.051-1.076) for NO2, 1.083 (95%CI 1.066-
1.100) for SO2, 1.016 (95%CI 1.003-1.030) for CO.

Attributed to reduction of PM10 and PM2.5, 9965 cases of admissions for AECOPD were relative
to excessive air pollution in 2013, while 3985 cases of hospitalizations were corresponding to
contamination that not attained Chinese grade | 24-h target in 2016. However, due to elevation of
03 from 2015 to 2017, cases of hospitalizations for O3 increase from 787 to 1443 that resulted in
augmentation of in-patient service in 2017.

Conclusion PM10, PM2.5 and O3 demonstrated a certainly hazardous nature to AECOPD in
Guangdong province. With the amelioration of PM, AECOPD induced medical care was
decreased, and O3 tended to become the primary risk factor in air pollution.



v AR S 2 B U e FEMS AR B A i s 2 AR 2 WG

RZREREEG UBE2M BIE R S PP & AL I BOBT SR

ZE R PRI BT 2R 52 PR PRS A
HTL R 7 DR B s o — P e

H B W70 8 A 2892 &4k Neddylation 7E12 BN A& RALE] o] ReAZ7EMER, TREBEHR 2 B2 3%
FEE UBE2M @I 5 MR IS SR A (HIF2a) Sl & A= & & F i iE L .

7% WA R K COPD 35 R A1 & i f SR Iy #EvE (BALF) , Kl H 7% MMP12 /K
S R PR PRUAZ A A R A P R 2R AR KT MR AL IE R UBE2MMY-LysM %8
R SRR I/ANE, RN A THP-1 4 2420 UBE2M SRRTE G, BERE4IH+H MMP12 /K
TFHIEAS s ARANN T HIF2a 4 F 157 PT2385, rescue $i2%/4:7% UBE2M 5 51#E1K MMP12
(12235 FI 700 34k 2 R B R Ky 2 /N B, COPD B, AS I H i< b 8, % UBE2M™M-
LysM 5 MMP12753#4732 X %5, B UBE2MMYI-LysM-MMP127/N§, #ill H 27 rescue fifi< i
KA,

g8 SME ML BALF EifFH, MMP12 /KPR E; A4 UBE2M HKEE MLN4924 i)
Neddylation J&, B0 MMP12 & 3oK-F BA BRI & Mk 5 —4 E2 E#E UBE2F B¢
LR UBE2M JE AR MMP12 33K eiAs;  8W/16W ) UBE2M™-LysM Hi 3L 1 A
S A A MRS, 15— Neddylation E2 & UBE2F H% J5 A HEL MMP12 ()38 & & H &
fiti < ik, UBE2MM-LysM-MMP127/)N i rescue it -2 18] g 1E 5

58 K75 Neddylation 252 R HIF-2a K4, MIFE MMPL12 7K-F 193 i &< . 4
RS IE AR E4KF, SRR HIF-2a F 3k 5] PT2385 i 1 it = i 1 o J& %
TR IS I 3E e A VB A B PR S R ANMEL

Th1/Th17 fApaFEFRE 51814 HEM M RERTEE
EatEmEx %

W ARG 2 S 2 T L IR S AR 2wk e
LA NREERE 2 AR A S T W R 3 TR =R b

H B 18P ZE MM (chronic obstructive pulmonary diseases, COPD) ({35 4= B4 LI 5 4B T
M40 A PR TSR AT AR O, AU4E Th1/Th2 340 Thi7/Treg #%. #% COPD & i ek A a) iy 4 i R 1
RIEWE L HSIGRRII KRG TIRN T R AR RS, 8 FIRKIARTT .

FrvE AW TCATRETEGN N 2017 4E 1 H & 2017 4 8 H #lAI[K COPD SPEE AP B, FH7EH B
JEHEATREYS (RF 30 RAK, ¥ELE 120 KD o WEEAFIN A A CRFEART. HFE. BEVIHRD FIbR
A, KA Luminex AR RO 0 P FIEATAR R T RAEE (35 12 R0 K. Frag N B
I R B2k Gt — I 1098 I b K2

B WISty N 87 il COPD %, 4E#S 72485 %, Bt 94.3%, Mt GOLD 1/2/3/4 %4y 51K
1/12/32/42 N, {EReiAlalFEEZ LAESE 23 N (26.4%) , HET- 2 N (2.3%) . WIEAFER Th
MR 7K, KA K-¥ME ISR (k-means clustering algorithm) K sy A =4, =4LE
Thl 4HMEE¥ (TNF-a, IFN-y) . Th2 4K+ (IL-4. IL-17E) . Thl7 4K+ (IL-17A. IL-
21. IL-22. IL-23) A1 Treg 40T (IL-10) BFEAEREER (p<0.05) , W =2 B H K4
A7k ik 22y MK Thl 7 Tha7 41 (n=26) . fik Thl { Th17 41 (n=56) A& Thi & Th17
H (n=5) , FHFHEHMIEKRREZSS . & Thl AL Th17 8 B Jo 68 =R AR B i [A) 525 =
TAE Thl & Tha7 41 (7 K vs 0 K, 22 K vs 11 K; p #J<0.05) , HEAG&HZHESMEMER
¥, COPD & SV E R F3E Thi7 4F17KF (L-17A. IL-22) S5 Rl [a] &4 S in
HRB RN, HAE IL-17A KFRESHENERT 2 ML EREZR (OR, 95%CI N
0.976, 0.959-0.994; p =0.008) .



v AR S 2 B U e FEMS AR B A i s 2 AR 2 WG

£ COPD B 2t hnE MR 5 ThUThl7 40K TR 8 5000 ™ H A O¢, Thl7 A1
K SEZYEIE B, Wil COPD 4 M R 215 /KA Bl 15 15 W I & T 40 06

Chinese validation of the Brief International Classification
of Functioning, Disability and Health Core Set for
Obstructive Pulmonary Diseases from the

perspective of respiratory physicians

Bing Liu Ranran Dai
Ruijin hospital, Shanghai Jiao Tong University School of Medicine, Shanghai, China

Background Obstructive Pulmonary Diseases (OPD) are leading causes of mortality and
disability in the world. The International Classification of Functioning, Disability and Health (ICF)
provides a framework for systematically assessing functioning and disability in chronic diseases.
To date, the ICF Core Sets for OPD has not been validated for respiratory physicians in mainland
China. This study aimed to validate the brief ICF core sets for OPD from the perspective of
Chinese respiratory physicians

Methods A 3-round, consensus-building survey was conducted with Chinese respiratory
physicians from Shanghai, Jiangsu and Zhejiang on December 2 to December 16, 2017 using the
Delphi technique. The current comprehensive ICF core set for OPD was used as a reference.
Answers were analyzed for consensus degree.

Results 52 experts (67.3% male) with a mean work experience of 19.3+6.3 years completed the
consensus process. After 3 rounds, 13 ICF categories were considered crucial in the assessment
of OPD with an agreement degree over 70%: 4 in Body functions (b410-Heart functions, b440-
Respiratory functions, b455-Exercise tolerance functions, b460-Sensations associated with
cardiovascular and respiratory functions), 2 in Body structures (s410-Structure of cardiovascular
system, s430-Structure of respiratory system), 4 in Activities and participations (d230-Carrying
out daily routine,d450-Walking, d455-Moving around, d640-Doing housework), and 3 in
Environmental factors (e110-Products or substances for personal consumption, e225-Climate,
€260-Air quality). 12 (70.6%) categories in the current brief ICF core set were validated and 1
additional category b410-Heart functions was identified.

Conclusion The current international brief ICF core set for OPD was largely supported by
Chinese respiratory physicians. In addition, significance of the added and unconfirmed categories
needs further investigation.
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Prediction of clinical outcomes in Chinese patients with
COPD comparing the GOLD 2017 and 2013 classifications

Yanan Cui Yan Chen
the Second Xiangya Hospital of Central South University

Background In 2017, the Global Initiative for Chronic Obstructive Lung Disease (GOLD)
proposed a new classification defined only by symptoms and history of exacerbations for patients
with chronic obstructive pulmonary disease (COPD). Little is known about how the GOLD 2017
predicts clinical outcomes in Chinese patients with COPD. We aimed to examined the predictive
ability of the GOLD 2017 classification in terms of future exacerbations, hospitalizations and
mortality, compared with the GOLD 2013 classification.

Methods This observational, multicenter, prospective study recruited outpatients in 12 tertiary
hospitals in China from April 2016 to February 2018. The rates of exacerbation, hospitalization
and mortality over a follow-up of 1 year were analyzed. Logistic regression analyses, Kaplan-
Meier analyses and receiver operating curve analyses with areas under the curve (AUCs) for
GOLD 2017 and 2013 classifications were performed to evaluate their abilities in predicting
exacerbation, hospitalization and mortality.

Results A total of 726 subjects (mean age 63.6 years, 89.5% male) with stable COPD were
analyzed. The level of agreement between GOLD 2013 and 2017 classifications was moderate
(Cohen’s kappa = 0.552; p < 0.001). Patients in GOLD 2017 groups B, C and D had odds ratios
(ORs) of 2.69, 9.41 and 10.40, respectively, relative to group A for risk of exacerbation and 2.42,
10.63 and 22.84 for risk of hospitalization. The AUCs of GOLD 2017 and 2013 were 0.66 versus
0.65 (p = 0.284) for exacerbation, and 0.75 versus 0.65 (p = 0.001) for hospitalization. The
patients reclassified from GOLD group D to B had a prognosis for hospitalizations similar to the
patients remaining in group B. The survival curves did not differ among the GOLD 2017 groups
(log-rank test, p = 0.109) and the new classification had no statistically significant predictive ability
for all-cause mortality (AUC = 0.61; 95% CI: 0.50-0.72; p = 0.054).

Conclusions The GOLD 2017 classification predicted hospitalization for COPD exacerbation
more accurately than GOLD 2013, but did not predict moderate-to-severe exacerbation better
than the earlier one and had a poor ability to predict all-cause mortality.
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Blood eosinophil is an independent predictor of mortality
for acute exacerbations of COPD: A five year
prospective study in areal Life setting

GUOPING HU? Haiging Lili* Pixin Ran? YuminZhou 2 ZelongWu ! YuqunLi 2 ZongniShu ! WeigiangLiang *
LipingWei !
1.The Third Affiliated Hospital of Guangzhou Medical University
2.State Key Lab of Respiratory Disease, The First Affiliated Hospital of Guangzhou Medical University

Rationale Blood eosinophils are associated with increased readmissions for AECOPD patients,
and which is a biomarker of response to inhaled corticosteroid treatment. However, whether high
blood eosinophils are associated with in-hospital and long-term mortality of AECOPD patients is
largely unknown.

Objective To investigate the effect of blood eosinophils on in-hospital and long —term mortality
after acute exacerbations of COPD .

Methods In this prospective observational study, AECOPD patients’ blood eosinophils were
measured, their clinical characteristics, comorbidities conditions and some lab measurement
were recorded. Patients were stratified into the eosinophilic group if the blood eosinophil level on
admission was 22% of the total white blood cell count. Outcomes were in-hospital mortality and
long-term mortality. The risk factors for in-hospital and long-term mortality were identified through
univariate analysis and multiple logistic regression analyses and cox regression model.

Results 35 patients died, and 593 patients survived in the in-hospital period.
During a median of 2.73 years of follow-up (range, 0.01-6.07), 220 death were recorded for the
593 survived patients who was discharged from the hospital. For in-hospital mortality. Both
univariate and multivariate logistic regression analysis showed that blood eosinophils = 200
cells/uL or = 2% totle white blood cells were an independent protective factors for inhospital
mortality (OR=0.17, 95%CI 0.05-0.55, for the univariate analysis; and OR=0.22, 95%CI 0.06-
0.83 for the multivariate analysis). Multivariate logistic regression analysis also showed that
BMI, PaO2, renal dysfunction and heart failure were independent risk factors for in-hospital
mortality.. For the long-term mortality, both univariate and multivariate cox regression analysis
showed that blood eosinophils = 200 cells/pL or = 2% totle white blood cells were an independent
protective factors for long term mortality (HR=0.64, 95%CI 0.48-0.86, for the univariate analysis;
and HR= 0.69,95%CI 0.51-0.93 for the multivariate analysis). Multivariate cox regression analysis
also showed that BMI, PaCO2,0ld age, poor lung function were independent predective factor
for long-term mortality

Conclusion Eosinophils was a strong and independent protective factor for in-hospital and long
term mortality for AECOPD patients.
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Mouse bone narrow mesenchymal stem cells-derived
exosomes attenuate CSE-induced pulmonary
microvascular endothelial cell apoptosis

Liying Yang Ping Chen Yiyang Zhao Aiyuan Zhou Yating Peng Jiaxi Duan
1Department of Respiratory and critical Care Medicine, The Second Xiangya Hospital

Objective 1. To investigate the effects of cigarette smoke on apoptosis of pulmonary
microvascular endothelial cells;

2. To investigate the effects of mouse bone marrow mesenchymal stem cells' supernatant on
CSE-induced apoptosis of pulmonary microvascular endothelial cells;

3. To investigate the effects of mouse bone marrow mesenchymal stem cells exosomes on
apoptosis of pulmonary microvascular endothelial cells induced by CSE.

Methods 1. Mouse pulmonary microvascular endothelial cells (PMVEC) were isolated and
cultured by immunomagnetic bead sorting method and treated with cigarette smoke extract (CSE)
at different concentrations (0, 1%, 2.5%, 5%, 10%) for 24h, the apoptosis rate was detected by
flow cytometry.

2. Mouse bone marrow mesenchymal stem cell (BMSC), was isolated and purified by whole bone
marrow adherent method and identified by special surface proteins, adipogenesis and
osteogenesis. BMSC supernatant was used as conditioned medium (BMSC-CM) to pretreat
PMVEC for 24 h, 5% CSE was used to intervene PMVEC for 24 h, the apoptosis rate of each
group was detected by flow cytometry, and the expression of bcl-2 and bax protein was detected
by Western Blot.

3. Mouse BMSC exosomes were extracted by ultrahigh speed centrifugation method and
identified by means of electron microsope and special surface proteins, PMVEC were pretreated
with mouse BMSC exosomes (BMSC-ex) for 24 hours, apoptosis rate was detected by flow
cytometry, and the expression of bcl-2 and bax protein was detected by Western Blot.

Results 1. The apoptosis rate of PMVEC had no significant change treated with low
concentration of CSE (1% and 2.5%), but the apoptosis rate increased significantly when treated
with high concentration of CSE (5%) (p<<0.05) .

2. After pretreatment with BMSC-CM for 24 h and then treated with 5% CSE for 24 h, the
apoptosis rate was significantly lower than that only treated with CSE (p<<0.05) , and the
expression of bcl-2 protein increased and the expression of bax protein decreased.

3. After pretreatment with BMSC-ex for 24 h and then treated with 5% CSE for 24 h, the
apoptosis rate was significantly lower than that only treated with CSE (p<<0.05) , the
expression of bax protein was decreased. However, no significant difference in bcl-2 protein
expression was observed between the BMSC exosomes treatment and CSE group.

Conclusion The supernatant of mouse bone marrow mesenchymal stem cells and its exosomes
can attenuate CSE-induced apoptosis of pulmonary microvascular endothelial cells.

12
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RELMf as a biomarker for acute exacerbation of chronic
obstructive pulmonary disease

Xin Yao Ying Zhou
Jiangsu Province Hospital

Purpose The aim of the study was to investigate the possible role of resistin-like molecule 3
(F1Zzz2) in serum of patients as a marker in acute exacerbation of chronic obstructive pulmonary
disease.

Method The concentration of FIZZ2 in human serum was detected by ELISA. The expression of
RELMB protein in human lung tissue was detected by immunohistochemical staining. The
expression of FIZZ2 in human bronchial epithelial cells (16HBE) was detected by Western
blotting. The number of acute exacerbations in the patients with chronic obstructive pulmonary
disease was measured in the past 1 year.

Result Serum FIZZ2 levels in patients with chronic obstructive pulmonary disease were
significantly higher than those in healthy controls [(561.6 + 70.71) pg/ml ratio (52.24 + 20.52)
pg/ml, P < 0.05], and human serum RELM[ concentration increased with severity of lung function.
Human serum FIZZ2 levels were negatively correlated with lung function (FVC, FEV1, FEV1%,
FEV1/FVC) (correlation coefficients r were -0.3086, -0.3529, -0.3343, and -0.2676, respectively,
P<0.05). The expression of human serum RELMB was positively correlated with smoking index
(r=0.2749, P<0.05). Cigarette smoke extract could stimulate the expression of FIZZ2 in 16HBE
cells. The expression of RELM in bronchial epithelial cells (0.2171 + 0.02029) in lung tissue of
COPD group was significantly higher than that in normal lung function group (0.09906 + 0.01019)
(P<0.05).The expression of RELMp in bronchial epithelial cells was positively related to
pulmonary function (FEV1/FVC%),which was negatively related to smoking index (P<0.05). There
was a positive correlation between RELMB concentration and the number of acute exacerbation
in the last year after serum was measured (r=0.7291, P<0.05).

Conclusion The concentration of FIZZ2 in the serum of patients with chronic obstructive
pulmonary disease is significantly elevated, which may be a potential biomarker for predicting
acute exacerbation of chronic obstructive pulmonary disease.

13
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Unique synergistic effects of Shufeng Jiedu Capsule and
oseltamivir in influenza A virus-induced
acute exacerbation of COPD

shuang ji Guanghe Fei
First Affiliated Hospital of Anhui Medical University

Background To investigate the synergistic effects and interaction mechanisms of combining
Shufeng Jiedu Capsule (SFJDC) with oseltamivir treatment and provide a unique new therapeutic
option for influenza A virus (IAV)-induced acute exacerbation of COPD.

Methods SFJDC extraction was analyzed by UHPLC/ESI Q-Orbitrap Mass Spectrometry. Human
bronchial epithelial cells were isolated from COPD (DHBE) bronchial tissues and co-cultured with
IAV for 24 h, and then treated with SFIDC or/and oseltamivir. Cell viability was detected by MTT.
COPD experimental animal of IAV infection was established and treated with SFIJDC or/and
oseltamivir. IL-1p and IL-18 in serum and BALF were measured by ELISA, mRNA and protein
expressions of NLRP3 inflammasome pathway were measured by qRT-PCR and western blot,
respectively.

Results SFJDC and oseltamivir didn’'t exhibit obvious cytotoxicity in DHBE cells at the optimal
concentrations. The levels of NLRP3 inflammasome relative components were significantly
elevated after inoculation with 1AV, and the mMRNA and protein expression significantly decreased
after treatment with SFIDC or oseltamivir alone in vitro, especially the lowest levels of them was
seen in combining SFIDC with oseltamivir treatment. Moreover, combining treatment of SFIDC
with oseltamivir can improve survival rates, attenuate the clinical symptoms, gain weight, alleviate
lung injury of experimental animals, significantly reduce the levels of IL-13, IL-18 in serum and
BALF, and the expressions of NLRP3 inflammasome pathway in lung homogenates in vivo.
Conclusion It has been a solid evidence that combining SFIDC with oseltamivir treatment shows
strong positive synergistic effects in attenuating IAV-induced airway inflammation significantly,
which provide a unique new therapeutic tactic for IAV-induced respiratory infection.

Phase | study to evaluate pharmacokinetics, safety and
tolerability of single and multiple i.v. doses on
N-acetylcysteine (NAC) in Chinese healthy volunteers.

jie ming qu JingSun YaozongYuan WeiTang
Ruijin Hospital Affiliated to Shanghai Jiao Tong University School of Medicine

Rationale N-acetylcysteine (NAC) has been available to Chinese patients as an oral mucolytic
agent for many years and had a well-established and satisfactory safety and tolerability profile. It
is not only a widely known mucolytic agent, which can also act as a direct antioxidant agent due
to the —SH group and can easily penetrate into cells where it is deacetylated to L-cysteine, thus
supporting the biosynthesis of glutathione.

NAC injection is another dosage form beside oral and aerosol administration, which could take
effect quickly and benefit the patients with moderate to severe abnormality of mucous viscosity.
Intravenous NAC has been studied in foreign clinical trials both as mucolytic agent and antidote
agent against intoxication (by paracetamol and other toxic agents) and already been approved by
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many countries. However the pharmacokinetics and safety in Chinese people has not yet been
investigated. This phase | study has been approved by CDE as part of development plan and
registration study for NAC injection in China.

Objective To evaluate the pharmacokinetics, safety and tolerability after single and multiple
dose of NAC i.v. in healthy Chinese volunteers.

Study design This is a single and multiple dose, single center, open-label, one way,
pharmacokinetics, safety and tolerability clinical trial. Investigational product is NAC 300mg/3ml
solution for injection (Zambon S.p.A., Italy).

All the subjects enrolled in the study will receive the same treatment with investigational medicinal
product (NAC 300mg/3ml solution for injection). On DAY 1, one dose of NAC (08:00+1h, 600mg
diluted in 10ml of 0.9% saline solution, administered in 5 minutes intravenously) will be
administered under fasting conditions in healthy Chinese volunteers. After a wash-out in three
days, twice daily (08:00+1h and 20:00+1h) on DAY 4 and DAY 5 and once (08:00+1h) on DAY 6
will be administered.

The primary endpoint is pharmacokinetic parameters of NAC in plasma after single and multiple
dose administration of the investigational product. The second endpoint is safety and tolerability
data after the administration of investigational product.

24 healthy male and female Chinese volunteers (18-45 years old, weight = 50kg, BMI 19-26kg/m?)
will be included in the study. Drop- out subjects will not be replaced.

Results The study will provide objective data on the pharmacokinetics, safety and tolerability of
NAC injection in healthy Chinese volunteers.

Bronchial Variation: Roles to the Susceptibility to Chronic
Obstructive Pulmonary Disease

Xianwen Sun Yingni Lin Yongjie Ding Shiqi Li Hongpeng Li Qingyun Li
Ruijin Hospital, Shanghai Jiao Tong University School of Medicine

Chronic obstructive pulmonary disease (COPD) is characterized by chronic airway and alveolar
inflammation, and the primary cause is inhalation of toxic particles from smoking or bio-fuels.
However, the susceptibility to COPD has not been well understood. So far, several factors have
been identified, including genetic pattern, maternal smoking during pregnancy, low birth weight,
lower respiratory tract infection during childhood, asthma, and the dysfunction of ciliary oscillation
and mucus secretion. Notably, a recent study reported that one-quarter of the normal population
have the variations of the central airway. Three kinds of common variations such as tracheal
bronchus, accessory cardiac bronchus, and bridging bronchusand are speculated. Three patterns
of the bronchial growth include spiral regional growth, horizontal growth, and vertical bifurcations
growth. During embryonic development, the origin, shape, and growth direction of the lung buds
are regulated by the genes. The imbalance of fibroblast growth factor 10 (Fgfi10) and bone
morphogenetic protein 4 (Bmp4) may be involved in the regulation of bronchial variations. We
consider the alternative hypothesis that how Fgfl0 and Bmp4 express opposited during
branching. Herein, we aim to bring the new clinical and research perspectives of susceptibility to
COPD in the aspect of bronchial development and variation.
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Expression and clinical significance of GDF-15, CRP and T
lymphocyte subsets in peripheral blood in patients with
chronic obstructive pulmonary disease

Bu Wang Zhihua Zhang Shengfang Yuan Jianging Zhao Xiulong Zhang Baoli Xiang Liang Cao
First Affiliated Hospital of Hebei Northern College

Objective To observe the expression of growth differentiation factor-15 (GDF-15), C-reactive
protein (CRP) and T lymphocyte subsets in peripheral blood in patients with chronic obstructive
pulmonary disease (COPD), and to explore their clinical significance.

Methods 100 patients with acute exacerbation of COPD who were hospitalized in our hospital
from October to May 2018 in 2017 were selected. After treatment, 80 patients entered a stable
period and met the criteria for admission. 30 healthy persons matched with age, sex and body
mass index (BMI) were selected as the control group. The levels of inflammatory factors such as
GDF-15, CRP and T lymphocyte subsets in serum of each group were compared. To analyze the
correlation between inflammatory factors such as GDF-15 and CRP in serum and the expression
level of T lymphocyte subsets in peripheral blood.

Results 1. The serum levels of GDF-15 and CRP in patients with acute exacerbation of COPD
were significantly higher than those in patients with stable stage and healthy people. The serum
levels of GDF-15 and CRP in patients with acute exacerbation and stable stage were positively
correlated (r = 0.745, P < 0.001; r = 0.844, P < 0.01); 2. CD3+, CD4+, CD4+/CD8 + T cells in
patients with acute exacerbation of COPD were significantly lower than those in patients with
stable stage and healthy people, while CD8 + T cells increased with the exacerbation of the
disease, and the difference was statistically significant (P < 0.05). CD3+, CD4+, CD8+T cells in
peripheral blood of severe patients were negatively correlated with CRP and GDF-15 (P < 0.01).
Conclusion The levels of serum inflammatory factors such as GDF-15 and CRP increased
significantly in patients with acute exacerbation of COPD, while T-lymphocyte subsets in
peripheral blood decreased significantly, and GDF-15 had a negative effect on T-lymphocyte
subsets in peripheral blood. Detection of GDF-15 and CRP can help to accurately judge the
severity of the disease.

The Role and Mechanism of HIF-1a in Epithelial
Mesenchymal Transition of Chronic Obstructive
Pulmonary Disease

feng zhou' Kedong Zhang? Liang Yuan?
1.Puren Hospital affiliated to Wuhan University of Science and Technology
2.General Hospital of Ningxia Medical University ~ 3.Guangzhou Medical of University

Aims To explore the relationship between hypoxia-inducible factor-1a (HIF-1a) and epithelial-
mesenchymal transition (EMT) in chronic obstructive pulmonary disease (COPD) and possible
mechanisms.

Methods The COPD mouse model was established by cigarette smoke exposure. The Digoxin
intervention was given via intragastric administration. The lung function of all mice was detected
by BUXCO system. The sections of lung tissue?were stained with HE and PAS to assess
pathological changes. The protein levels of interleukin (IL)-6, monocyte chemoattractant protein-1
(MCP-1), tumour necrosis factor-a (TNF-a), Muc5ac and Muc5b in BALF or in cell culture medium
were measured by ELISA. The mRNA expression levels of IL-1B, IL-6, TNF-a, HIF-1a, TGF-31
and Smad3 were detected by g-PCR, and protein expression levels of HIF-1a, ZO-1, E-cadherin,
Vimentin and B-actin in lungs or cell were detected by Western blot.
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Results We found that Digoxin intragastric significantly attenuated CS-induced lung function
decline, airspace enlargement, mucus hypersecretion and EMT development. Digoxin treatment
also attenuated CS-induced inflammatory responsess in mouse lungs and human lung
adenocarcinoma cells(A549), which was associated with reduced activation of TGF-B1\Smad3
pathway. Interestingly, Digoxin treatment ameliorated CS-induced reduction of HIF-1a, TGF-$1,
Smad3 and EMT marker in both lung tissues and A549 cells. Furthermore, pharmacological
inhibition of Smad3 using Smad3(Inh)-127 augmented CSE induced epithelial marker in A549
cells.

Conclusion Digoxin as HIF-1a inhibitor can inhibit the occurrence of COPD-related EMT possibly
through HIF-1a \TGF-B1\Smad3 signaling pathway.
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HBOL1 attenuate lung apoptosis in cigarette smoke extract-
induced emphysema model via the WNT signaling pathway

Lijuan Luo Yan Chen
The Second Xiangya Hospital, Central South University

Background Emphysema is one of the major pathologies of COPD. Histone acetylation is
associate with the development of COPD. Histone acetyltransferase binding to ORC1(HBO1) is in
a large protein complex that contains histone acetyltransferase activity. WNT signaling pathway
alteration was related with the pathologies of chronic pulmonary diseases. We attempted to
detect the expression of HBO1 in the CSE-induced murine emphysema model and investigate
whether the upregulation of HBO1 expression can attenuate the development of CSE-induced
emphysema through WNT signaling pathway.

Method BALB/c mice were randomly assigned into the control group, the CSE group, the CSE+
Lenti-NULL group, and the CSE+Lenti-HBO1 group. The pathological manifestations of lung
tissue were used HE staining. The expression and orientation of HBO1 were detected by
immunohistochemistry. The apoptotic rate of lung tissue was analyzed by TUNEL assay. The
expression levels of HBOL1, Bcl-2, cleaved caspase-3, and B-catenin were detected by Western
blotting.

Result The expression of HBO1 was significantly downregulated in mice treated with CSE.
Compared with the control group, the CSE group showed that CSE-induced enlargement of
alveolar airspaces and the destruction of lung parenchyma. Moreover, the upregulation of HBO1
can attenuate CSE induced emphysema. Enhanced expression of HBO1 was detected in the
CSE + Lenti-HBOL1 group of mice, apoptosis levels were severe in the CSE-treated emphysema
mice compared with the control group, which was inhibited by the overexpression of HBO1 and
following the reduction of B-catenin.

Conclusion The overexpression of HBOL1l can reverse lung apoptosis in CSE-induced
emphysema via the WNT signaling pathway, which improves the development of emphysema.

Glycyrrhizic acid ammounium salt reverse CSE-induced
corticosteroid resistance through increasing HDAC2
and decreasing NF-kB expression

Sun Xuejiao Yujing Qi Yang Zhang Zhanhua Li Jianquan Zhang Xiaoning Zhong Zhiyi He
the First Affiliated Hospital of Guangxi Medical University

Backgroud The cigarette smoking (CS)-induced inflammation is by far the single risk factor of
Chronic obstructive pulmonary disease (COPD). Corticosteroid is a main anti-inflammatory drug
for dreasing COPD inflammation. However, the corticosteroid insensitivity caused by CS is a
barrier for treating COPD. Recent studies showed that glycyrrhizic acid ammonium salt (GA)
reduced inflammatory effects of several dreases with few side effects. Therefore, the objective of
ou study was to explore whether GA can reverse cigarette smoke extact (CSE)-induced
corticosteroid insensitivity in THP-1 cells and to identify the underlying molecular mechanism.

Material and method In our experiments, histone deacetylase 2 (HDAC2) short interference
RNA (siRNA) was used to inhibit HDAC2 expression in THP-1 cells. THP-1 cells were cultured
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and treated with GA followed by CSE or HDAC2-siRNA. Interleukin-8 levels in culture
supernatants were determined by enzyme-linked immunosorbent assay (ELISA). Western blotting
and quantitative real-time PCR were used to detect HDAC2 and nuclear factor kB (NF-kB) P65.
The data were analyzed using SPSS17.0 statistical software.

Results We demonstrated that GA reversed corticosteroid resistance caused by CSE in THP-
lcells. The decreases of HDAC2 mRNA and HADC2 protein expression caused by HDAC2-
siRNA or CSE stimulation were restored by GA. GA decreased the expression of NF-kB p65 in
THP-1 cells exposed to CSE.

Conclusions Our results confirmed that GA reverses CSE-induced corticosteroid insensitivity by
upregulating the expression of HDAC2 protein and inhibiting the expression of NF-kB in THP-1
cells.
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Noninvasive ventilation with auto-titrating EPAP in COPD
patients with anxiety

Boxue Han? Lishun Yue? Yanchun Wang! Yan Liang* Jun Jiao®
1.PLA Rocket Force General Hospital ~ 2.Institute of psychology Research Chinese Academy of Sciences

Objective To investigate the impact of different titrating-range of EPAP set in noninvasive
ventilation NIV on COPD patient with anxiety.

Methods A comparative study, all subjects were diagnosed with COPD, a total of 54 elderly
COPD patients were included(age:74.3+5.6yrs,BMI:23.3+6.4kg/m?).According to the level of
EPAP , all subjects were randomly divided(1:1:1) into three groups: Narrow range-EPAP
group(EPAP  nin=6cmHO , EPAPmna=10cmH20), Wide range-EPAP group (EPAP
min=4cmH20,EPAPmax=16 cmH20) and fixed EPAP group (EPAP=8cmH-0), all patients accepted
noninvasive ventilation(NIV), AVAPS-AE mode for both Narrow range-EPAP group and Wide
range EPAP group; AVAPS mode for the fixed EPAP group. Anxiety of ARDS patient was
measured by SAS(Self-Rating Anxiety Scale) .

Results Compared with fixed EPAP group respectively, there was a significant decrease in
blood PH and PCO; in Narrow range-EPAP group and Wide range-EPAP group(p<0.01) and a
great improvement of dyspnea(measured by Borg Scale) in both narrow range-EPAP and wide-
range EPAP group (p<0.05).There were no differences in leakage and patient-ventilator
asynchronization among the“Narrow range” and “Wide-range EPAP group” (p>0.05).Compared
with wide range-EPAP group, higher occurrence of pneumatothorax in fixed EPAP group:
38.9%(7 of 18) vs. 5.6%(1 of 18),X?=5.786, p=0.041).At day 3,lower incidence of severe anxiety
was observed in” Wide-range EPAP group” than that in other groups.

Conclusions For COPD patients, a changing scale of EPAP maybe more likely to enhance
their comfort during NIV and release dyspnea, which was more appropriate than a fixed EPAP,
and the narrow range of EPAP(6~10cmH20) and wide scale of EPAP(4~16cmH20) have the
similar clinical efficacy, except lower incidence of severe anxiety.
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Average Volume Assured Pressure Support Auto-titrating
EPAP(AVAPS-AE) mode in COPD Patients with Severe
Pneumonia

Boxue Han Yanchun Wang Lili Dong Yan Gao Jie Bai Yangyang Geng
PLA Rorcket Forced General Hospital

Background Non-invasive ventilation(NIV) has been widely applied in severe pneumonia
patients who had a history of COPD, however, the advanced ventilation mode, such as AVAPS-
AE (average volume assured pressure support auto-titrating EPAP) has been rarely reported, it
remains uncertain whether AVAPS-AE mode can improve outcomes for severe pneumonia
patient.

Objectives To evaluate the effects of advanced ventilation mode: AVAPS-AE (average volume
assured pressure support auto-titrating EPAP) for severe pneumonia patients.

Methods We conducted a prospective, randomized and controlled study. 60 young patients
(26.2+5.9 yrs) with severe pneumonia were included, the majority(85%) had a history of COPD
and CKD(chronic kidney disease) and immunosuppressant therapy. All patients included met
main requirements: 100 <<PO/FiO; ratio <<200;APACHE II score:15-25, excluding conscious
disturbance, abdominal distension and MODS(multiple organ dysfunction syndrome). All subjects
were randomly assigned with stratification in a 1:1:1 ratio into three groups: “antibiotics-
group(n=20)"; “antibiotics+ AVAPS-group”(AVAPS ventilation mode, n=20) ;“antibiotics+ AVAPS-
AE group ’(AVAPS-AE ventilation mode, n=20). Parameters in AVAPS-AE mode :
EPAPmax=15cmH20, EPAPyin=5cmH20 ,IPAP:12-22cmH-0 , the same settings in AVAPS group,
except the EPAP.

Results 28-day mortality rates were 25.0%(n=5) in “antibiotics-group”, 35.0% (n=7) in
“antibiotics+AVAPS-group” ,30.0%(n=6) in “antibiotict AVAPS-AE group”, there were no
difference among groups(p>0.05),except better comfort degree and lower incidence of patient-
ventilator asynchrony in AVAPS-AE group than in AVAPS group (p<0.01).There were no
significant differences in changes of PO,/FiO; ratio , procalcitonin (PCT) and infiltration area of in
lung CT among three groups(p>0.05).The intubation rate did not differ significantly among the
groups(p>0.05).
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Conclusions Our findings suggest that severe pneumonia patients who complicated with COPD
and CKD, AVAPS-AE mode can release their clinical symptom, but could not reduce the mortality
rate . Further studies are needed to confirm our results.

Characterisation of the Frequent Exacerbator in Chronic
Obstructive Pulmonary Disease Patients: a Retrospective
Study Conducted in Shanghai

Fangying Lu Bing Liu Yi Guo
Department of Pulmonary and Critical Care Medicine, Ruijin Hospital, Shanghai Jiao Tong University School of
Medicine

Background Acute exacerbation, associated with deteriorating airflow limitation, compromising
physical activity and increasing hospitalization rate, is a crucial episode in the management of
COPD. ‘Frequent exacerbators’, who experienced two or more exacerbations per year have been
identified as a specific phenotype, and its predictive factors and clinical features have been
explored bya quantity of studies. However, there were few researches on whether the
subgroups experiencing frequent acute exacerbation of chronic obstructive pulmonary disease
(AECOPD) admissions have different characteristics or clinical outcomes. The current study
focuses on the peculiarity of this particular population.

Methods In this retrospective study, we collected clinical data and basic information of severe
AECOPD patients admitted to Shanghai Rui Jin hospital from April 2016 to March 2019. Patients
were stratified into frequent-exacerabtion admission group and non-frequent exacerabtion
admission group by thetimes of hospitalizations=2 ornot in the last year. Clinical
outcomes (including in-hospital mortality, length of stay, etc.) and other admission details were
compared between groups by SAS.

Results A total of 465 AECOPD inpatients were enrolled in the study, of which 40%(n =
186) were frequent severe exacerbators. Compared with the non-frequent one, frequent
AECOPD admission group had characteristics of older age (81 vs 75; p=0.0140), longer
durations (p<0.0001), worse GOLD grade (p=0.0161), more comorbidities (especially arrhythmia
[p=0.0070]); meanwhile, they needed more therapeutic interventions during the stable stage
(p<0.0001). Frequent AECOPD inpatients, without identical risk factors for death contrasted to
the other group, exhibited higher mortality rate during hospitalization period (8.06% vs
3.23%; p=0.0209). Besides, frequent severe AECOPD resulted in a longer length of stay(13 [10-
19] vs 12 [8-18]; p=0.0213), a greater rate of radiographically confirmed pneumonia (58.33% vs
47.90%; p=0.0479), and a higher proportion of Type Il respiratory failure (48.92% vs
39.35%; p=0.0415). The worse clinical outcomes caused by frequent AECOPD
hospitalization may be related to less lymphocytes (1.06£0.64 vs 1.15+0.83; p=0.0414),
monocytes (0.52+0.38 vs 0.55+0.45; p=0.8652), and more neutrophils (6.2615.45 vs
5.48+3.94; p=0.0414). It is worth mentioning that eosinophils, both absolute counts (0.04+0.17 vs
0.08+0.19; p=0.0036) and stratified into three groups by the cutoff of <100 and >300 cells/uL
(p=0.0347), indicated frequent groups have fewer quantities. Moreover, with no-overlapping
infection spectrum, frequent AECOPD inpatients were more likely to have bacterial infections
(30.71% vs 23.68%), viral infections (41.67% vs 37.29%), and co-infections (10.53% vs 6.52%)
than non-frequent patients, but there was no statistical difference.

Conclusions Patients in frequent AECOPD admission group older than their non-frequent peers,
have worse GOLD grade (GOLD 3/4), longer duration and more comorbidites, who tend to
receive more therapeutic interventions. And frequent severe AECOPD contributed to worse
clinical outcomes, including enhanced mortality and more serious disease conditions.
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WA 25 il S5 A% 20 A SRR T4 T (CD3*CD4*, CD3*CD8*, CD4*/CD8*, CD4*IFN-y* #
CD4+IL17AY) .

2. TRANRIL BCG BN 7 HHMESEAE) (CSE) #S1 M1 ML R4E A T (INOS, IFN-y
S TNF-a) Hl M2 $RAb A4 e 7 (TGF-B F1 IL-10) K)43ih. BCG 783N CSE i SHIEL
N (ROS) K i T & MMP9O A1 MMP12 7= 4=

24



v AR S 2 B U e FEMS AR B A i s 2 AR 2 WG

3. IMEETNIESE CSE Z el BCG IBYLAHAA 5 4R (i 4O RE4H B i SR 5 o RIS S H 4402
(IHC) Mgt (IF) KBl CSE #FEELA BCG KPR AXAHELH M1 (INOS Fr&) K
M2 (CD163 fri&) HARAFENELI (F4/80) F1 MMP9 K& MMP12 ffjr=2,

GEW ST R R (A R R I B ) ML 2 M2 AL T MMPs 724, SREE A C 18 H
it (R R L AL T BB AR

Abnormal DNA methylation and expression
of Nrf2 in COPD

Chu Qin Xiaoyan Sai Tao Bian Yan Wu
Wuxi People's Hospital

Background Nuclear factor E2-related factor 2 (Nrf2) is involved in oxidative stress and lung
inflammation as a key regulation factor contributing to COPD, but understanding its epigenetic
regulation of Nrf2 involved in the pathogenesis of COPD remains elusive.

Methods RT-PCR was conducted for Nrf2 expression. Western blotting, immunohistochemistry
and immunofluorescence were used to determine protein expression and location in clinical
samples. We analyzed DNA methylation on Nrf2 promoter in peripheral lung tissues and primary
epithelial cells from patients with COPD and subjects with normal pulmonary function (never-
smoker [Control-NS]; smoker [Control-S]) by Bisulfite sequencing analysis. TETs mRNA and
protein levels were measured to determine DNA demethylases level on CSE-treated HBE cells.
Results Expression of Nrf2 was significantly decreased in COPD group compared with Control-
S and Control-NS groups. Production of proinflammatory cytokines (eg. IL-6, IL-8) elevated and
expression of anti-oxidative (eg, HO-1, NQO1) reduced. Two specific CpG sites in the Nrf2
promoter were found to be hypermethylated in COPD groups. Similarly, CSE-treated HBE cells
had hypermethylation of the Nrf2 gene, mRNA and protein downregulation. Further research
revealed that expression of TET1 and TET2 reduced in CSE-induced HBE cells compared with
control subject.

Conclusions Expression of Nrf2 was downregulated in the lungs as a consequence of
hypermethylation of the Nrf2 promoter, which is related to the initiation and progression of COPD.
DNA methylation may contribute to the regulation of transcription activity of NRF2, which open
new avenues for delaying COPD progression.
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Progress Of Chronic Obstructive Lung Disease with
Osteoporosis

Shiyuan Gao Yixin Lian Xinggui Wu
the Second Affiliated Hospital of Soochow Unwersity

Background Chronic Obstructive Lung Disease (COPD) is a common but preventable disease
with chronic symptom of persistent airway limitation. Besides common respiratory symptoms,
there are some extrapulmonary manifestations, such as osteoporosis. COPD-complicated
osteoporosis increases the risk of fracture along with aggravate COPD, which seriously affect
quality of life. Also, with advancing of course in COPD, probability of osteoporosis will
promotes. However, pathogenesis of COPD-complicated osteoporosis still remain unclear.
Obstructive  To summarize current progress of COPD-complicated osteoporosis
from epidemiology, pathogenesis including common risk factors and COPD direct risk factors
and treatment.

Method Search the databases of JBI, Web of Science, Cochrane Library, Pubmed, RNAO, NGG,
MedSci, CNKI, Wanfang and CQVip about chronic obstructive pulmonary disease with
osteoporosis. The main searching terms are “COPD, chronic obstructive pulmonary disease,
emphysema, osteoporosis, BMD, bone loss, therapeutic interventions”, and summarize the
relevant literature.

Result Recent studies indicated that common risk factors, such as tobacco, aging, low BMI and
sex may be involved in its pathogenesis. Meanwhile, direct risk factor, such as reduced physical
activity, systemic inflammation, vitamin D deficiency and long-time corticosteroids treatment,
which caused by COPD itself contribute to the pathogenesis of COPD-complicated osteoporosis
as well.

Conclusion There is still insufficient attention to COPD with osteoporosis. Also no standard
diagnosis and treatment guide.We still need to improve recognition of this disease, seeking for
solutions to clinically slowdown the progress of COPD, avoid fracture caused by osteoporotic and
finally improve the quality of life.
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ABHEMEEMFRBERALXREGUMXBETMEEE:
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A comparison of FENO, FEV1, blood gas, CAT and mMRC
measurements in evaluating the health status of patients
with AECOPD

Zhou Aiyuan Chen Ping
The Second Xiangya Hospital of Central South University

Background Various measurements have been used to evaluate treatment response in patients
with AECOPD, including lung function, fractional exhaled nitric oxide (FENO), blood gas analysis,
COPD Assessment Test (CAT) and modified Medical Research Council test (NMRC). However,
which one is most closely related to the patient self-reported health status remains unknown.
Methods Patients with AECOPD were assessed at two visits: on admission and on day 7. The
above measurements were tested at each visit. The patients were asked to report the health
status according to a five-point Likert scale ranging from 1 to 5, representing ‘much better’,
‘slightly better’, ‘no change’, ‘slightly worse’ and ‘much worse’.

Results 55 patients were recruited into analysis. FENO and CAT could change sensitively based
on different health status, except failing to differentiate the patients between ‘slightly better’ and
‘no changes’. The changes in predicted percentage of forced expiratory volume in 1 s (FEV1%)
didn’t change significantly between ‘no change’ group and ‘slightly better or much better’ group, it
can only identify the ‘slightly worse’ patients. mMMRC and blood gas analysis had no relationship
to the health status. Among these measurements, the change in CAT was most closely related to
the health status (Rho=0.81), followed by the changes in FENO and FEV1%, the rho were 0.59
and -0.42, respectively.
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Conclusion CAT was more closely related to the patient self-reported health status than FENO
and lung function. FENO is even better than lung function to evaluate the health status in patients
with AECOPD.

HOXA-AS2 promotes HPMECs proliferation via Notchl

Zhou Aiyuan Zhao Yiyang Chen Ping
The Second Xiangya Hospital of Central South University

Background and objective Long noncoding RNAs (IncRNAs) play an important role in the
pathogenesis of many diseases. In this study, we intended to identify the differentially expressed
IncRNAs and the role of HOXA-AS2 in the patients with chronic obstructive pulmonary disease
(COPD).

Methods Three non-COPD and seven COPD patients were recruited. LncRNA microarray was
used to analyze the RNA extracted from human lung. Real-time PCR (polymerase chain reaction,
PCR) was used to validate the expression of the top different expressed INcRNAs. To identify the
mechanism of HOXA-AS2 during COPD pathogenesis and endothelial cell proliferation, we
knocked down or overexpressed HOXA-AS2 with siRNA and lentivirus transfection approach in
human pulmonary microvascular endothelial cells (HPMECS).

Results 29150 distinct INCRNA transcripts were detected in the lung tissues of all subjects. In
COPD 353 IncRNAs were significantly(=2-fold change and P<<0.05) up-regulated and 552 were
down-regulated when compared to patients without COPD. The fold change of HOXA-AS2 is 9.32,
real-time PCR confirmed that HOXA-AS2 was down regulated in COPD patients. Using in vitro
experiments, we confirmed that cigarette smoke extract (CSE) treatment reduced the expression
of HOXA-AS2. Knocking down HOXA-AS2 inhibited HPMECs proliferation and the expression of
Notchl. Overexpressing Notchl could partly rescue the inhibition of cell viability induced by the
silence of HOXA-AS2.

Conclusion Differentially expressed IncRNAs may act as potential molecular biomarkers for the
diagnosis of COPD and HOXA-AS2 involve in the pathogenesis of COPD by regulating HPMECs
proliferation via Notchl
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2% 7% VE-cadherin %2k AECOPD &3 PTE K4 BA —EIMPRIME, X 5m RS SEAS F1 75
JEABEEZE X . ¥ VE-cadherin 14 & B e =12 WSO & FIRE = B, U H B H A (VE-
cadherin + D- %4k + CRP) [BUKE 92.3%. $§57 /% 95.0%.

Expression of endoplasmic reticulum stress-associated
protein IRE1 and JNK in lung tissues of smoking induced
COPD model rats

Lile Wang! Ruicheng Hu?® Aiguo Dai? Chunchu Kong?
1.Hunan Provincial People’s Hospital ~ 2.Hunan University of Chinese Medicine

Abstract Aims: To investigate the expression of IRE1 and JNK in lung tissue of cigarette
smoke(CS) induced chronic obstructive pulmonary disease (COPD) rats. Methods: Adult male
Wistar rats (n=40) were randomly divided into 4 groups with 10 rats in each group: control group,
CS-2 group (exposed to CS for 2 months), CS-4 group (exposed to CS for 4 months) and ex-
smoking group (quit smoking for 1 month after exposed to CS for 4 months). The percentage of
forced expiratory volume in 0.3 seconds to forced vital capacity (FEV0.3/FVC) and peak
expiratory flow (PEF) were measured. TUNEL assay was used to detect apoptotic cells.
Immunohistochemistry and Western blotting were used to detect the expression of IRE1, P-IRE1,
JNK and P-JNK proteins. Results:The pulmonary of function greatly decreased in the rats
exposed to CS for 2 months in comparison with control group(P<0.05),markedly decreased in the
rats exposed to CS for 4 months as compared with the rats after exposure to CS for 2
months(P<0.05),and was improved little in ex-smoking rats(P>0.05). The apoptotic cells were
markedly increased in the rats exposed to CS for 2 months and were ever more in the rats
exposed to CS for 4 months. The apoptotic cells were alveolar epithelial cell I (ACE 1), ACE 1I,
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vascular endothelial cells and bronchial epithelial cells. The protein level of p-IRE1 and p-JNK
were remarkably increased in the rats after exposure to CS for 2 months compared with the
control rats(P<0.05), significantly elevated in the rats exposed to CS for 2 months(P<0.05), and
slightly decreased in ex-smoking rats in comparison with the rats after exposure to CS for 4
months(P>0.05). Conclusion: CS promotes the development of COPD by inducing the expression
of endoplasmic reticulum stress-associated protein IRE1 and JNK.

Effect of atorvastatin on lung apoptosis-associated protein
caspase-12in chronic obstructive pulmonary
disease(COPD) model rats

Lile Wang! Ruicheng Hu! Aiguo Dai? Chunchu Kong?
1.Hunan Provincial People’s Hospital 2.Hunan University of Chinese Medicine

Abstract Objective: To determine the effect of atorvastatin on the expression of lung apoptosis-
associated protein caspase-12 in chronic obstructive pulmonary disease(COPD) model rats.
Methods: 30 rats were randomly divided into three groups: the normal group, the control group
and the treatment group. The control group and the treatment group were treated by being
exposed to smoking and intratracheal instillation of lipopolysaccharide to establish the COPD
model rats. 2 weeks later, the treatment group was treated with 2.5mg/kg atorvastatin daily for 6
weeks. Nothing was done in the normal group. The rats were executed after 8 weeks. Lung tissue
sections stained by hematoxylin and eosin(HE) were observed. The protein and gene expression
of lung apoptosis-associated caspase-12 in each group was investigated by RT-PCR and
immunohistochemistry. Results:Pulmonary histopathology: emphysema and airway inflammation
were observed in the control group, and the symptoms of the treatment group were lighter. RT-
PCR: compared with the normal group, higher level of caspase-12 mRNA was expressed in the
control group and the treatment group (P<0.05); compared with the control group, lower level of
caspase-12mRNA was expressed in the treatment group(P<0.05). Immunohistochemistry:
compared with the normal group, the expression of caspase-12 increased in the control group
and the treatment group(P<0.05). Compared with the control group, the expression of caspase-
12 decreased(P<0.05). Conclusion: Atorvastatin has a protective effect on the COPD model rats
by decreasing the protein and gene expression of caspase-12 which can reduce the apoptosis of
COPD lung tissue.
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Correlation analysis of IL-6, IL-8, TNF-a and autophagy of
bronchial mucosa in patients with chronic obstructive
pulmonary disease

Mengmeng Wang? Fengfeng Han' YUHaiyang® SUNYuging * CHENGPengpeng * GUANWenbin *
1.Xuhui Hospital in Zhongshan Hospital Affiliated to Fudan University
2.Xin Hua Hospital Affiliated to Shanghai Jiao Tong University School of Medicine

Objective To explore the correlation between inflammatory factors and autophagy of bronchial
mucosa in patients with chronic obstructive pulmonary disease(COPD).

Methods 10 cases of healthy subjects of Xinhua Hospital Affiliated to Shanghai Jiaotong
University School of Medicine and 20 patients with respiratory medicine diagnosed COPD
patients, divided into 3 groups, respectively 10 cases in the control group, A group
(GOLD1+GOLD2,12 cases), B group (GOLD3+GOLD4,8 cases), collecting serum .
bronchoalveolar lavage fluid and bronchial mucosa. The levels of inflammatory factors IL-6, IL-8
and TNF- a were detected in serum and BALF. The expressions of autophagy related genes Atg5,
P62 and autophagy related proteins P62, Beclinl and LC3B were detected in bronchial mucosa.
Results (1) Compared with the control group, IL-6, IL-8 and TNF-ain serum were not statistically
significant in the A group, but the level of B group was significantly higher (IL-6:P<0.05, IL-8/TNF-
a:P<0.01). The level of IL-6 in A group in alveolar lavage fluid increased significantly (IL-
6:P<0.05), and the levels of IL-6, IL-8 and TNF-a in group B were significantly higher (IL-6, TNF-
a:P<0.05, IL-8:P<0.001). (2) Compared with the control group, the expression of Atg5 in the A
and B groups was significantly lower than that in the control group (P<0.01), and P62 in A group
and B group was significantly higher than that of the control group (P<0.01). The expression of
P62 in the A and B groups was significantly higher than that in the control group (P<0.01). The
expression of LC3B and Beclinl in A and B was significantly lower than that in the control group
(LC3B:GROUP AP<0.05, GROUP BP<0.01; Beclinl:GROUP A. BP<0.01). (3) The level of IL-
8 in the serum and BALF was negatively correlated with the autophagy of bronchial mucosa (r<0,
P<0.01).

Conclusion IL-6, IL-8, and TNF-a are significantly higher in the progress of COPD. Autophagy
related genes and proteins are significantly reduced during the progression of COPD. IL-8 may
affect the progress of COPD disease by inhibiting autophagy.
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Neferine Enhances Autophagy to Alleviate Cytotoxicity and
Apoptosis Induced by CSE in AEC-Il through AMPK/mTOR
Signaling Pathway

Mengmeng Wang'? Fengfeng Han! HaiyangYu ! YugingSun ! PengpengCheng ! Qianwang *
1.Xin Hua Hospital Affiliated to Shanghai Jiao Tong University School of Medicine
2.Xuhui Hospital in Zhongshan Hospital Affiliated to Fudan University

Chronic obstructive pulmonary disease (COPD) is a clinical common chronic respiratory
disease characterized by persistent airflow limitation. The airflow limitation results from
pathophysiological changes, which are mainly caused by smoking inhalation. However, the
mechanism by which smoking provokes the airflow limitation in COPD patients has not been
clearly determined, although inflammation, oxidative stress, and protease-antiprotease
imbalance have all been proposed to contribute to the development of COPD. In this study,
COPD cell model is established, in order to make clear its role in the development of autophagy
in COPD, and to further explore whether neferine, an autophagy inducer, had a protective effect
against CSE-induced cytotoxicity and apoptosis. In an vitro CSE-induced COPD model, we
determined that neferine was able to induce autophagy and that pretreatment with neferine not
only activated cell autophagy but further attenuated CSE-induced cell apoptosis. This prosurvival
effect was abolished by chloroquine,the autophagic flux inhibitor. Furthermore, neferine
pretreatment activated the AMPK/mTOR signaling pathway. However, Compound C,the inhibition
of AMPK, abolished neferine-mediated autophagy and protection against CSE-induced apoptosis.
In conclusion, neferine-induced autophagy may play a cytoprotection role in COPD caused by
smoking. It may be a promising approach to reduce CSE-induced cytotoxicity and apoptosis and
suggested targeting of autophagy as a new therapeutic strategy for COPD; however, the
association between autophagy activity and lung protective mechanisms must be illustrated by
further in vitro and in vivo disease model studies.
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%S I =1\ | IN=101 D& B e SN = 11 B s R SN L= G WA =7 = v 1 € ot = 2 S R AN o v el [ € R = R
b ZE R IREKSE . Hh =88k F. ApoB/ApoA. BNP /KF. LOEHNEMAOENE. BEAIF
RIERE G S R ZERA ST FE N (P<0.05) , HHE MS A0S EMX: SRS ERE
H. ApoA WM ZERARITFE N (P<0.05) , HHE MS @2 k. MHRRETZED
Mg SAAE MR COPD B Mithae 2z, 458N FVC. FVClpre ZR A4 it¥E X (P<
0.05) . BT HK K Logistic £ % Logistic [HH53H7 &K BLEMHE (OR=0.946, 95%CI=1.128-
5.883, P=0.025) . H ¥ KHkEEZSHZE (OR=1.783, 95%CI|=2.124-16.668, P=0.010) . 1k
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HE K (OR=1.106, 95%CI=1.225-7.456, P=0.016) & COPD Jpiflk 4= 1l AN 5% 5 i gh
G5 156 MS 453N, AECOPD i BmALEH N, HANEERP =M LRER, GF K
()R] BE 75 B QI IR AL E S H S AT PRI S HF, B COPD BRI Co I A 03 S JF A e 3G n, 4
ST M aBr i, 2. IpExT COPD B KM Thae A — & A Rm . 3. mipE. B Ll T
SR R AR AKTZ AECOPD B HHI 1 Y I 5 55 (R ST G TR 2K o

The heterogeneity of COPD animal models

Xia Xu'? Ke Huang? Ting Yang? Chen Wang*
1.Institute of Basic Medical Sciences, Chinese Academy of Medical Sciences 2.China-Japan Friendship Hospital

Background Human COPD is a heterogeneous disease characterized by chronic inflammation,
emphysema, airway remodeling and altered lung function. Despite the canonical classification of
COPD as a neutrophilic disease, blood and airway eosinophilia is found in roughly a cohort of
COPD patients. Identify the tools to assess eosinophilic airway inflammation in COPD models
during stable disease and exacerbations will led to the development for novel anti-eosinophilic
treatments.

Methods Mice were challenged with LPS/elastase intranasally or exposed with CS or CS
combined with LPS, resulting in a chronically inflamed and damaged lung. The ensuing cellular
infiltration, histological damage, and decline in lung function were quantified.

Results Our results show that eosinophils and alveolar macrophages accumulated in lungs of
PPE induced emphysema models; The LPS challenge significantly increased IL-17 levels and
induced a swift from type-2 response to IL-17 driven inflammatory response. Whereas LPS can
exacerbate the cigarette smoking induced airway inflammation dominated by neutrophils
infiltration and airway remodeling airway in COPD models.

Conclusion Our results suggest an association between emphysema and increased
accumulation of eosinophils by both animal models and clinical studies of COPD patients.
Whereas LPS exacerbate IL-17 driven inflammatory response in both elastase and cigarette
smoking induced COPD models. The characterization of heterogeneity seen in COPD associated
inflammatory signature could pave the way for personalized medicine to identify new and
effective therapeutic approaches for COPD.

FeRIFFIRALIER RN A TR B BRI 4G

PRl E 12 AR 12
LINARKFEFEER 2.0 KPR SR 0T

B WNTREERE A MER, £8mARRAEST (HENC) MLt &ERMmR<. 2T
I, AR 7B S RN A R R P TR R AL . BUET 78 H A R R A R s B
TEAS R FEX R SR i (ETCO2) WP E F S AR N OB A R R BE 7= AR R R AR
JEFIR SR %

Fiik AWFCIRE 13 LA, FERAE 20 $-25 B 2 ], i MANINEIR .. REER. W
W RG s KW VAR A RS O Th RE K 254038 S A WO s 2 o R 36 f 5 J8  B ae B AR A6
PHEOIRAS, PIMEITI . HAEEAN FE S SILIEAGE 2-6cm (EEN 1em) , ZEEIEINIFIR LA
&: 5-60L/min (&R 5L/min) . FMNREN 1min, FRMEINREGHEY 20s ErfistlE, 25
MRS . FIHEJTHRIESER COp WA A EARRE . AFEERER PR E. TS
KIEFM ETCO2. KH SPSS 24.0 A& IREE ETCO,. AR AR S AR 1T B 4 AH 5%
5\F5 8. P <0.05 NERH ST L.
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R 1.dHKE 1 TUERSEE>2em K, fiES ETCO, 255k (R2<0.4) . HIRE WA,

ETCO, M B LA & . 4VE N 6cm, JHE A 60L/min I, ETCO, MRl &I A 2.4
mmHg.

2.t 2. 3 ATUEHRESSRE LRSS KENERIEMHX (R2>0.6) . IREMEIN, HKEs
B0 5L/min, AR R SRS R 4 12938 0.6cmH-0 f1 0.4cmH0. {H43R BAH RN, AFVE
B (>2cm) SR E MRS REFZEASA K. WA RERAKAEIE 10emH0, SR & KA T
6cmH20.

25 TCAREIR HLIE AR X ETCO, MY E RN, HILEARZ R ER . To ORI AR A 2]
DL — R RIS R E (<10cmH20) A AKE (<6 cmH0) , HimEsk, MSKE
OSSR R

&1 E M AR S M E AR B & E AN R E T N R

WS RAE R AFHENT PR BT 450
R RS IR — R B

B 181 FH ZE 1 Mt (TR AR T2 BRI & — i LR DA 3SR 85 14 A0 52 B D R AE 1R ] 3 7 R V6 7 (1) %
Wi, FERRFRIEE BB A . B9k, 4R it EZH 22 EN. T StEnE
WAt B R, HagghEe ) LiE sk P W3 N . AR TR I TR S i = i B () COPD
BEENBE G 2-8 RIFWRHHATIRER AT, w4 m B s sl /1 & AEE &, oA R R

DR, AN 7 a0 {3 e 14 1 BEL R P I 2 R A8 N B S AT I RR S 0R 7, LR S e o 2 A 1
REL e 538 Jo HH 7 R 52

B B PRI A e 1 1) i 5 52 765 %o 0 L it P o 2 B340 e A 387 AT 5 il

J7iE BEHL BRREE, 8 B AL 2N N B A BE i St B S CF B8 ) 58 R 5 P43 DAL
WS IPEAL D 2 TR A A ZH o P9 2H 3540 52 12 BELI Sk om = S0 R PRy 7 i i, (H T Tl i
FHHEANBE 48 /NI G2 ET R ELRs MR & A9, WK 1. ELRs (education, limbs and
respiratory trainings) JIZREFEHNHN: BFEEE . FFRIIZ CRA Powerbreath K5 1)I1Z:4%, 30
WIH, LR « DU K 73Sk X RRAAN R 822 (A - 7E NPT 48 /NI LUK Bt 4y
A B AT VL, ARBIE NPT, WAUUIREL R SRR R BT
il (the COPD Assessment test, CAT) LA J o [ fR 4 [H 5 22 A 57 22 0PI 7] 45 (the modified
Medical Research Council scale , MMRC).

GER BILIHIE T 49 B, Hb 12 BUEE NAURI, R4 37 BUEE S AEANT R (18 #iD

AU HRZE (19 ) o WAL BE SN T, i, JiThae. JeAl CAT & MMRC 345 % R (P>
0.05) . &I HHIGIT ), AR ESSBPITIE . WAV, CAT B0 A 48
NI I G, (HT TR A BRAAAR LG, S BAT IR R AR E . CAT i AN e
Al IR IR ARG 2R (P<0.05) , PRI 1.

G5 HRLTE YT OT R 1 BE A S i A A B S (B Bl 77 S AR T R, R R PR X SR IR

B F I AT R AR R NS, nldE— D4 BB WIS il ) AR TR &, FF T 1Y s s i <UL
VAR R/ 8
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Current status in the treatment of COPD in China

Yugin zeng Shan Cai Yan Chen Ping Chen
the Second Xiangya Hospital of Central South University

Background Current guidelines developed by Global Initiative for COPD (GOLD) 2017 updated
recommend a proposed model for the initiation and subsequent escalation of pharmacologic
management of stable COPD. The adherence to a COPD treatment guideline is markedly
variable in different countries. In order to understand the real-world practice patterns and other
therapies for COPD, this study aims to characterize the initiating inhaled therapies and other
treatments of stable COPD patients and investigate the adherence to the GOLD guideline.
Methods This study was an observational, cross-sectional, retrospective study done using the
data from the Analysis of Current Status in Diagnosis and Treatment of COPD Study (ACSDTC).
Among the population, patients of COPD who had been treated for one year were enrolled.
Routine clinical data, including patient demographics, diagnosis, exacerbation history, lung
function test, modified Medical Research Council (nMRC) score, the COPD Assessment Test
(CAT), and current therapy were collected. The guideline adherence and changes of classification
and treatments before and after 12 months were assessed.

Results Finally, 1,437 of COPD patients were enrolled in our study. In all, 101 (7.03%), 610
(42.45%), 32 (2.22%) and 694 (48.30%) patients belonged to COPD groups A, B, C and D,
respectively. In total, LAMA (52.54%), LAMA+LABA+ICS (40.29%) and LABA + ICS (5.98%)
were the top three inhalants used for COPD patients. The inappropriate therapy rate of Group A,
B, C was 23.46%, 47.64% and 25.0%, respectively. Overtreatment of ICS was common in this
population. Oral therapies including antibiotics (27.41%), Chinese patent medicines (21.71%),
mucolytic agents (19.69%) and theophylline (12.11%) were also common in the prescription. Only
8.09% (95% CI 3.51-12.67) of oxygen therapy and 6.67% (1.0-10.2) of ventilatory support were
used. Moreover, 124 patients among the patients were treated for one year. The lung function of
post FEV1 predicted was improved after one year (P=0.034), as well as the score of CAT
(P<0.001). The majority of patients were stable and remained in group B (66.1%), 18.6%
progressed to GOLD D, 15.3% improved to GOLD A. 36.1% of GOLD D was categorized into
GOLD B.

Conclusion A moderate rate of adherence to GOLD guideline 2017 recommendations for COPD
patients was identified in this study. While, overtreatment of ICS was demonstrated as the most
common type of unsuitable COPD therapies before and after 12 months. Oral pharmacologic
treatments of antibiotics and Chinese patent medicines was common in the prescription. Non-
pharmacologic therapy of home long term oxygen and noninvasive ventilation was rarely used.
More attention should be paid to implementation of guideline and standardized administration of
therapies, including inhaled bronchodilators, oral pharmacologic and non-pharmacologic
treatments.

SAM 3t BB REMRS AR CO4+T HEAMFILRERBRT
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Jiik 32 1 SD REBEHL AIUA: IEWXIRA. B & G~ d(FpBiigl), SAM F1idl.
BRI RN A S SR IR AN B Uk A B AR A 7 1 B e el U, SAM T T4y
T NIGF KN B A0 M R S, R R BRI E S SAM I R A g T N bk o 2 40 I

36



v AR S 2 B U e FEMS AR B A i s 2 AR 2 WG

W, AR S AR . BUMZUHT HE Yeft, WEREARAL, WIA-F3 4t aIks (MLD Al
FEHEEL (MAND , JEE ELISA ALy A5 p B 4 difk (AECA) , Ffd it [l A% B
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(AD , FEHRCKR AL CDA+T R4 DNA, il CDA+T Wk EL4H iy 27 7L 2 25 RS 37 H 20K
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BB MRREEMERERRE ST SRRTERE
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HEFMIIREEZE, H GOLD 3-4 B B m T Hal G+ Ezs, TwERaIt G+
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Passive or non-smokers with COPD have different
characteristics and therapeutic response compared with
active smokers: a prospectively observational study

Xiaolong Li? Zhen Wu? Mingyue Xue? Wei Du'?
1.Affiliated Haian Hospital of Nantong University 2.Ruijin Hospital, Shanghai Jiao Tong University School of
Medicine
3.Institute of Respiratory Diseases, School of Medicine, Shanghai Jiao Tong University School of Medicine

Background Previous studies mainly focus on COPD in smokers, but few studies have
described the clinical, functional and tomographic characteristics and therapeutic response of
passive and non-smokers with COPD.

Methods Subjects hospitalized and diagnosed as COPD were recruited in our study and followed
up until discharged. Smoking status (active, passive or non-smoker), symptom severity, arterial
gas indicators, systolic pulmonary pressure, FEV1 percentage of predicted value (FEV1%), ratio
of forced expiratory volume in 1 second/forced vital capacity (FEV1/FVC), maximal expiratory
flow after 50% of the FVC (MEF50), MEF50 percentage of predicted value (MEF50%) and
tomographic characteristics were measured and statistical analysis was conducted as appropriate.
Results COPD in active smokers had more severe dyspnea and wheezing (percentage of
subjects with mMRC <2, 0.0 vs. 8.8 vs. 14.3%, active vs. passive vs. non-smokers, P <0.05;
percentage of subjects with mild wheezing, 7.7 vs 41.2 vs.35.7%, P <0.01), lower oxygenation
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index (206.4+45.5 vs. 241.2+51.1 vs. 242.4+41.8, P <0.01) , higher arterial partial pressure of
carbon dioxide (PaCO2, 70.8+12.7 vs. 58.85+9.9 vs. 56.6+6.5mmHg, P <0.001) and systolic
pulmonary pressure (49.5+10.0 vs. 37.0+11.1 vs. 35.6+7.6mmHg, P <0.001) , and worse
pulmonary function (FEV1% 49.6£19.5 vs. 66.7+18.9 vs. 69.6+17.1%, P <0.001; FEV1/FVC
50.349.7 vs. 58.2+9.7 vs. 59.945.8%, P <0.001; MEF50% 24.3+19.3 vs. 35.7+19.7 vs.
33.9+17.2%, P <0.05). Although treatment intensity of active smokers was higher, symptoms
including cough, dyspnea and phlegm, and oxygenation index were improved similarly with
passive or non-smokers. However, after excluding the effect of possible effects of confounding
factors, oxygenation index and dyspnea were improved less in active smokers (adjusted
oxygenation index change, 39.0£34.6 vs. 51.5£32.4 vs. 45.3+25.4, P <0.05; mMRC improvement,
non-smokers vs. smokers, OR 3.4, 95% CI 1.1~10.7, P <0.05).

Conclusion Active smokers with COPD were subjected to more severe disease and worse
therapeutic response compared with passive or non-smokers.
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JIg I J% W R e B 12 B B 3 A 9 PAD IERE R & . (3) 1S BHGAT I ER ik ke 7
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Identification of risk factors of acute cardiovascular events
In acute exacerbation period for patients with COPD:
a prospective nested case-control study

Weiping Hu Jing Zhang Yihui Zuo Jianlan Hua
Fudan University Zhongshan Hospital

Background For patients with chronic obstructive pulmonary disease (COPD), the incidence of
acute cardiovascular events (CVESs) increases during acute exacerbation (AE) period, causing
increased medical cost and mortality. Therefore, we performed a nested case-control study to
identify risk and protective factors of acute CVEs in patients with AECOPD.

Methods In a prospective multicenter cohort in Shanghai, China, 496 AECOPD cases with
evaluation records of acute CVEs were included into analysis. CVEs in the AE period were
defined as the new or worsening arrhythmia or left ventricular disfunction (LVD). Risk factors
were selected from several variables including baseline characteristics and treatments in the
stable period as well as symptoms, laboratory tests, complications and treatments in the AE
period.

Results Thirty cases (6.05%) experienced acute CVEs, including 14 with LVD, 20 with
arrhythmia, and 4 deaths, with significantly increased mortality rate (P <0.01, OR=6.232, 95% ClI
=1.864-20.84). Multivariate analysis showed that LDH (P=0.006, OR= 1.004), diuretics (P < 0.001,
OR = 8.626), digitalis (P = 0.021, OR = 5.374) and 20% increase in heart rate (HR) (P=0.004,
OR=9.695) were independent risk factors. In addition, usage of theophylline, fluoroquinolone and
inhaled beta agonists in the AE period were not statistically associated with acute CVESs.
Conclusions Patients hospitalized for AECOPD with increased HR need closely monitoring.
Diuretics should be cautiously used after excluding relative lack of blood volume.

Regulatory Roles of Siglec-9 and Siglec-E in Inflammatory
and Emphysematous Responses in vivo

Zi Chen'? Lixu Jie! Linyang Ge! Bruce S. Bochner® Tao Zheng? Zhou Zhu? Linfu Zhou?
1.Jiangsu Province Hospital, the First Affiliated Hospital with Nanjing Medical University
2.Brown University Warren Alpert School of Medicine, Providence, Rl  3.Northwestern University, Chicago, IL

Chronic Obstructive Pulmonary Disease (COPD) is characterized by irreversible airflow
obstruction and emphysema. Airway inflammation is an important component in the pathogenesis
of COPD. Current therapies for COPD are ineffective. Siglec-9 in humans and Siglec-E in mice
are regulatory glycan receptors expressed in neutrophils and monocytes. Ligation of antibodies to
Siglec-9 could lead to neutrophil apoptosis. Siglec-E has been shown to be important in
preventing exaggerated responses during lung inflammation in mice. However, the role of Siglec-
9 in inflammatory and emphysematous responses in the lung has not been established. In this
study, we generated and characterized transgenic mice that express human Siglec-9,
investigated its potential roles in lung inflammation and emphysema and compared with those of
Siglec-E. A Siglec-9 transgenic mouse line was obtained through pronuclear injection of a BAC
DNA construct containing the human Siglec-9 gene. The mice were cross-bred to Siglec-E
knockout background to establish Siglec-9 Tg/Siglec-E KO (or just Siglec-9 Tg) mice. The
expression patterns of Siglec-9 and Siglec-E in splenocytes and airway inflammatory cells
induced by LPS were analyzed by Western blot and flow cytometry. WT cells expressed Siglec-E
whereas Siglec-E KO cells expressed no Siglec-E nor Siglec-9. However, Siglec-9 expression
was identified in cells from Siglec-9 Tg mice without Siglec-E expression. Flow cytometry analysis
demonstrated that Siglec-9 expressing cells were predominantly Gr-1+ cells and some CD11b+
cells, but not T cells, B cells or dendritic cells. Next Siglec-E KO and Siglec-9 Tg mice were
subjected to airway inflammation and emphysema challenges using LPS and neutrophil elastase
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and compared to WT mice. Bronchoalveolar lavage (BAL) and lung histology analyses revealed
that compared to WT mice, Siglec-E KO mice had significantly increased airway inflammation and
developed more severe lung emphysema. However, Siglec-9 Tg mice showed inflammation and
emphysema responses similar to those seen in WT mice, suggesting restoration of protective
function by Siglec-9 in the absence of Siglec-E. Co-immunoprecipitation and WB analysis showed
that Siglec-9 interacts with the inhibitory molecule SHP-1 in the airway inflammatory cells. Thus,
we established a Siglec-9 expressing mouse line and our analyses demonstrated that transgenic
Siglec-9 has an expression pattern in mice similar to that in human cells, and Siglec-9 shows
protective effects upon pulmonary inflammatory and emphysematous challenges in mice,
possibly through interaction with regulatory molecule SHP-1.

CD147 Promoted Epithelial Mesenchymal Transition in
Airway Epithelial Cells Induced by Cigarette Smoke via
Oxidative Stress Signaling Pathway

Hongbin Zhou Zhehua Wang Yang Yang Mengyu Li Xiaoqin Zhang Yaging Li
Zhejiang Provincial People's Hospital

Background Chronic obstructive pulmonary disease (COPD) is a common airway disease, and
cigarette smoke is the most important risk factor to this disease. Epithelial mesenchymal
transition (EMT) is participated in the pathogenesis of COPD. However, the role of CD147 in EMT
and COPD remains largely unknown.

Methods We established animal and cell model of EMT by mean of cigarette smoke exposure
and detected the expressions of CD147 and EMT markers via PCR, WB and IF. RNA inference
was applied to study the role of CD147 in CSE induced EMT in vitro. NAC and H>O> were used to
study oxidative stress signaling pathway in this model.

Results Cigarette smoke exposure upregualted the expressions of CD147 and a-SMA, and
downregulated the expression of Ecadherin both in vivo and in vitro, which was accompanied by
augmented level of oxidative stress. CD147 knockdown would partly inhibit CSE induced EMT.
The level of oxidative stress was significantly decreased during this process, while preincubation
of H20; could partly inverse this effect.

Conclusion CD147 promoted epithelial mesenchymal transition in mice and HBE cells induced
by cigarette smoke via oxidative stress signaling pathway. Targeting CD147 may contribute to
novel strategies for prevetion and treatment of this disease.
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BHINBHEXESTRERRREMNSEER

HVE 1254 I35 1235 ST 129 Ry 123 FHALHE 123 AR 126 (REER, 123 F L 123
R 48 123 20k 127 J IR 123 gy g 123
LR 5 R RS 20 MR AL 3. MBS 2 S — R
Ak ER: 5 MR FERE 6 MU I P A REER:

7. A S 25 5 (ST A2 A B2

HE SR AR5 YR,  JE IR S I AH O 2 575 G 12 T 20 R 52

Frik 2015 4 7 HAE 2018 4F 1 AXST M AT A0 X (G X R RETIE . S5 Xt driE.
BRIX s hIX ) 1490 4 40 % UL B AR fE AT R W i A A, 0] R A A S AU RT ka8 1T S b
BRI T, MENEFEQR - BER. FA Sl =SNG S SIS (/M
RIGHFRE) « BENTARTE YR A 1B RE L EAER R R DSCAE R KIK
Ji FEV1/FVC<70% Atk Wi BT .

R HROME 1460 LR, KIS 292 51, K ERA 20%. JEAE SR SNE S 8 B e
G, 1S PHATAS R R N B AR T B PR B <50m . 50~199m F12200m #6 H E 4 H N
20.6%. 21.2%#1 14.8% (P<0.05) ; =AMEZIE EELL K E<50m. 50~199m #12200m #i
RONIN 23.8%. 24.5%H1 13.7% (P<0.05) , WHESHHHER. HBIEN . FE . TR
Kk Em BN R E, E/MNEshE S B MR S A S B A G R 23 =SNG B B g
LE&<50m 1 50~199m A B 5 KUK f& #H 2=200m ) 1.54 (95%C.l: 1.01~2.36) ff1 1.84
(95%C.1: 1.23~2.76) f%.

2 FANGIE LG BIEN R, F RS H 2 R0 802 i RGP B R e R, 1R
TNAC AR SR 15 G 5 0 L S ok R V) .

SIRT1 EFMEENF SRT2104 ZEFEEAZ FESH
B S B AR S pYRTTE R

W
AW NS

18 14 [ ZE 4 il 55 DAIEAT 14 R R B R SRS S BRONAFAE , 518 P JORE e N 5 A ¢, okE
WEFE R, 1% BEL AT 3 5 4 f i L ZE A5G sirtuin 1 (SIRT1) , & EIRSFH) NAD+K
WAHEA L CEAEE, BAPEEEER, R ERHE MR RER D SR, sirtd £unf(iT
18 BEL s il 505 4 B 22 22 ) S P B A B0 Ak, IAEAT NG 2 o FRATTAIF 72 5 SO0 BEL A /) Rt 350 1 4 i 2
ZHEIN, S5EEEMKN p53 mMRNA K AR ZEMN, FEMKH B-ArEHEE (SA B-gaD
TR TR, M sirtd FE Rl E RN BRI /N RG2S SR AR, R R 2GS ) SRT2104
Bg sirtl, AR AN S SR/ RS . Rk, SIRT1 Af%EZE p53 SRR
YT H L Z T BRI IS AR . CEIS R, G sirtd nIRe2—FrE . B RIRIT ik
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MEEE CT MALER (PMA) FE18BEFH TR PN EMER

KA WX L A M
IR

TR FHULAE TSNS WMHRE, ZRATEAR. WBEE CT MYLHHR
(pectoralis muscle area, PMA) & H AT - ILA TS HEEs, #7818 bn vl /g 5 12 B ™
HEFREAOC, (HILAEAR BNV o A AR S8 A B B . H AT B0 1 BT N A S A
Fo AWHFAIZ MR E R CT JriEX L AR BT & VP4l IRIH T8 b AE 18 BRI oAk b 8 4
fE.

T BT TRAT 7S, 49N 2018.01 F| 2019.08 w2 T 11 4% K 24554 B e (1) 15 LAt 25 2 A i
AT RE IR B R IR . SR SR B — R BORPRIIG R SE TRl . 238 47 It D) RS 7 A i 58
R CT Rl @i T slicer 1L A8 TH SRR IL AR A i 48 4. 18 SPSS.23 T4t
.

GEEL 1 SN NS P R 84 I e Ag FENT RS 29 4], ¥ Tk, 18 EE VLI (PMA)
N 35.96+7.71cm?, B ELT{EEN A (PMA A 46.34 cm? ,p<<0.01) .

2 KA. PMA SRS MR (r=-0.238, p<<0.05) , 5 FVC S¥iiEE 2=
0.280, p<<0.05). FEV1 =Zillff (r=0.397, p<<0.01) . FEV1 LFliHEE 2 r=0.272, p<
0.05) . PEF 5¥iiHEE 0t (r=0.295, p<<0.01) £ IFH*%.

SAGFHG I 2H 3 #r: LA S Fia £210% 2y Tk 8 BH W 223 2 9 S e 34 B AE S e L. o
AL A LR LT AR 2K T AU I 4 4H.(34.63 cm? VS 38.76 cm?,p<0.05).

g BIHMEH PMA BETEFRAR, H5WE™EREMER. SMRATIEHEEE PMA
BEMWAC. LIREIRIER PMA 7T 68 A 18 B K95 18 P1Aiki A PR 23 Y B A6 FH 4R A

Cardiopulmonary Exercise Test in Early-Stage Chronic
Obstructive Pulmonary Disease (COPD) --- a Cross-
Sectional Study

Zhishan Deng? Xiaochen Li' Chenglong Li* Yumin Zhou! Shuyun Chen? Sha Liu* Bing Li?! Pixin Ran*
1.State Key Laboratory of Respiratory Disease, National Clinical Research Center for Respiratory Diseases,
Guangzhou Institute of Respiratory Disease, First Affiliated Hospital of Guangzhou Medical University
2.College of Life Science, Guangzhou Medical University

Background Currently, cardiopulmonary exercise test (CPET) is mainly used to identify the
etiology and degree of exercise restriction. Patients with early-stage COPD rarely perform CPET,
because they have few symptoms. We hypothesized that patients with early-stage COPD had
demonstrated significant differences in CPET, so as to arouse patients' attention to the early
intervention of the disease.

Methods In a cross-sectional study that was conducted from 2012 to 2017 in China, spirometry,
CPET and questionnaires were completed for all eligible subjects. We assessed airflow limitation
for subjects using post-bronchodilator airflow with both age-dependent predicted lower limit of the
normal ( LLN ) value and fixed-ratio spirometric criterion. And then we divided people with normal
lung function into normal group and high-risk group based on whether they have high risk factors
such as smoking, cough and shortness of breath. Finally, the differences of CPET indexes
between each group were analyzed.

Results A total of 498 study subjects with acceptable spirometry, CPET and completed
guestionnaire data were included in our final analyses. If the fixed ratio was used as diagnostic
criterion, normal group, high-rick group, mild COPD, moderate COPD, severe and very severe
COPD were 65, 97, 127, 147 and 62, respectively, when using LLN, were 66, 110, 96, 152 and
74, respectively. After analysis, anaerobic threshold of VE/NO;  VE/VCO: peak,
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VE/NCO:; slope, VD/VT peak, VD/VT resting values are all increased with the severity of airway
obstruction. The difference between normal group and high-risk group, normal group and mild
COPD were significant (p < 0.05).

Conclusion VE/NO; reflects the efficiency of oxygen absorption. The lowest point of VE/VO; in
extreme exercise reflects the position of anaerobic threshold, which is the most sensitive index to
determine anaerobic threshold. The increase of the anaerobic threshold of VE/VO: indicates the
decrease of oxygen absorption and ventilatory function. VE/VCO; peak, VE/NVCO: slope, VD/VT
peak, VD/VT resting values are used to monitor ventilation/perfusion imbalance. We can
conclude that there has been a significant decrease in oxygen uptake and ventilatory function in
high-risk group and mild COPD compared with normal group. The ineffective ventilation in high-
risk group and mild COPD is significantly increased compared with normal group, and the
imbalance of VA/Q ratio has begun to appear, which is aggravated with the deterioration of the
disease.

The CXCL5 and C-GSF levels in serum and
bronchoalveolar lavage fluid were elevated in mouse model
of COPD and associated with their lung function decline

Zhicheng Yuan Jun Chen Lugi Dai Tao Wang Fugiang Wen
Division of Pulmonary Diseases, State Key Laboratory of Biotherapy, and Department of Respiratory and Critical
Care Medicine, West China Hospital, West China School of Medicine, Sichuan University, Chengdu, Sichuan
610041, China

Background Chronic obstructive pulmonary disease (COPD) is characterized by excessive
infiltration and activation of neutrophils that perpetuate airway inflammation and tissue injury. C-
X-C motif chemokine 5 (CXCLD5) is primarily chemotactic for neutrophils and has been previously
shown to increase in the bronchoalveolar lavage fluid (BALF) of COPD patients. Granulocyte-
colony stimulating factor (G-CSF), on the other hand, is a well-known cytokine that promotes the
production and priming of neutrophils.

Methods To evaluate whether the CXCL5 levels in circulation and BALF correlated with lung
function decline and G-CSF levels in COPD murine model, a mouse model of COPD was induced
by nose-only exposure of C57BI/6 mice to cigarette smoke for 12 weeks. CXCL5 levels in the
serum and BALF of COPD mouse model were assessed by Magnetic Luminex Assay and
correlated with their lung functions and G-CSF levels respectively.

Results Both serum and BALF levels of CXCLS5 increased in COPD mouse model as compared
to control mice (P=0.0013 and 0.0017 respectively), and correlated to total lung capacity (TLC,
P=0.016 and 0.002 respectively), functional residual capacity (FRC, P=0.007 and 0.021
respectively) and ratio of forced expiratory volume in the first 100 ms to forced vital capacity
(FEV100/FVC, P=0.028 and 0.015 respectively). There is also a good correlation between CXCL5
levels and G-CSF levels in both serum and BALF of COPD mouse model (P=0.003 and 0.002
respectively).

Conclusions Our results suggested that serum and BALF CXCL5 were associated with airflow
limitation in COPD, thus might serve as a potential biomarker for COPD diagnosis. In addition, G-
CSF might be coordinated with CXCL5 in the pathogenesis of neutrophilic inflammation in COPD.
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EERE CT SHERMEAZEEMRF DS AME:
— DRI 5

RMBE L EH R 2 AR
LIRS R S —Eale 2. 8D D=2 e b Je B B

B I8 S M P ZE M e (ISR B R CT /A s G M v, SR i ThRefeis 5
ARTE AL J S o AR PRI AE S, R S RN B 1) 38 A AL 52 IR ) 52

FriEk ks (GOLD 12t RHZEMEERIZ W 697 R Pl Bk oEms ) , $&if [B))IiF Nik 2018 4 06
H—2019 4£ 06 H [RINATHTh AR &AM CT A & S BHAR A, mAYNFFEHRAER 102 1 fa
EMERE, WAIRZIRAEE S NP (FEV1%pred>50%) . ¥ (FEV1%pred<<50%) H4H;
iZH AWDA.7 TAEukd Thoracic VCAR XS 55 1MES CT BMGATIMBF b =4 H &, 1IH
i -950HU AR X AR E 70 (%LAAgsonu) 15 % M it 2 S0 K A L 1 e A 1 0o
THER. REREERE . AR, REBEEE/REER: ER. BERBCVhEE, HiE
BRI B it Thaedetn 5 & CT SBIFHCHE, R I fa 2. STE M STV X S 32 PRI 52
e, BT S KA SPSS it it 5e i, P<<0.05 NZERH Gt Lo

2R mThie 2% FEV1%. FEV1/FVC%. FEF25.75%. PEF%. MVV%5 & fifitt LAA gs0Hu%0 i 3
A% (P<0.01) , FVC 55EVFHWEGS. WEMMAEZH EMx (P<0.01) , FEV1%.
FEV1/FVC%. FEFs.7s% 55 8 P EA, REREEE B EMMHK (P<0.01) . ETRMAZHR™
BEESHT, KM %LAA sy AR EEST (P<0.01) , A NiMEEmAR. FIE:EEFAE
SBEZER (P<0.01) ; K4 ROC Hhzk, Mit. FHlfi. ZN%LAA 9sonu TN EE FE SR A2 BRIG FE
g5~ 18.66% . 18.2%. 18.08%, B4 N 62.8% . 62.8%. 67.4%, Ff 15N
89.8%-. 93.2%. 84.7%; Acfifi NifE A BRI, A8 BE L RE TN 2 R A A2 BRI B 2 o
94.4mm?2., 3.35mm, HURYED 5N 88.4%. 60.5%, 4L N 44.1%. 72.9%.

S5 15 L ity 55 2 i D 8 52 45842 il SIS PR i S i A A < s BB RIME FH 45 3R, 2T CT e
TSR] LA N AN [F]) 25 (8] 43 A1 BRIl S S A SIE RS 22 57, JiliT-950HU AR B B 43 B R 26 i R i 3=
SR RETAN, SO RE R T AR R IR BRI IR AR .

A IBMXE SRR T A B SR 4B
SEEERETER

55 1 g 2 £t
LINBERERE: 2. MBE AR 27 I I 28— B e WP R L 5 B R s B =

H ) IR 255005 G 4 RORL A TR 5 R R TR B S e v 1 R e, st — 2B A R0 Al 12 R
JIT %) 2 R J ML) B A o

FE OB XSS5 LA TRY) (TRAPM2.5) (UK SR, @K B BE RIS 2R 40 i i)
Rt 5% . OWMIMAS B I Bk (TRAPM 2.5) XF 8 SR 35 . @O
ACIAH IS TG YR (TRAPM2.5) o W S IR 24 Ff G 38 vt Ak O BT 1 R 54

g8 O & 2S5 B BR U B L 0 KR E R AEES (Tisch TE- 6070) [ 7EACE ZA+ 71t
FUREE, JRHEEL. B A @A PM2.5, FTa0it. @M KRS B RitiTis S89%, 17
7,9, 12, 14 RTINS ERm AR S e, mIhE IR B BERIR AR SR . &K
SRCE ORISR AR SR RS 2 2 12 K, AFIREER) TRAPM2.5 BEAT R, 8 FH i Qe i A A )
MppEEE, N Westernblot £l T-AHIKGE 1, WIH 7 TRAPM2.5 KJEZAE 2.5ug/ml-50ug/ml [X
)56 B SR AT A3 T AR, FF e A& IR B . @K SRUE B8R VR A SR A s R &2 12
K, 2.5, 15 il 50ug/ml ] TRAPM2.5 HI¥#40E 48h, [N H QPCR, Westernblot Al =40 il A %%
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6 I A 5 4R 248 O 4 928 0 M AH DG [l CD40, MHCI, CD80 7F RNA FlZE (/K FF#Ris, KN
TRAPM2.5 0] JIJ 30 SORAN MO B, FE T H G e v 1
S5 AT AH IC A TG YL AN BRI O SRR DR 20 0 i AT G 2 v P R 3 1 o

N REBRIBEREZAMME TLR2/4 BFREE
COPD B Th17 4ABEEL

& E
JONEERAR B R ER — BB, | M PROBR (e REBE FU e, PRRRONR [ X B i S s, M R ARE R 7 Y o = e e

TR BUEHEEME (M) & —F AT WG D88 T BONRRER R . e R R E
FIE 30 AL NAE BRI RL CIIARM . FEFFRSIY AT AR, 1Ak %5 5 25
S P E A R . DFAIRIE Th17 £l IL-17A — A R BRI H 5 WRIE A 5. 34T
ik Th17 2 5Lk 2 2 55 118 BRI R 2E .

T BAVEZET 63 AW REHE FEAM it UK 34 ArAEYniphok) 5 5 i Bext IR K 33 AL G E Wk %
T FEXT IR, A IR T BE R AN I IL-4. IL-17A K IFN-y S54BBu R 7R EE . ShWpses s 32
W Sprague-Dawley K RBEHL Aid G = SAEDIERI R4, 1788 4 FEYBREE 2 2
Tz, BT GH B A G I At AT A1 FE o A OGS R A . AR K mRNA Rk, RSN SL6 ARSI AE )
PR PM2.5 B8 BE 15 A% SR A0 B 1) 26038 e FLx T 4 o AL IR 5 o

GEEL W BRRL R FR IR A% B 18 LA B AR I IL-17A Fhi. ARkl i e ) 1a) 5 55 T 75 5k U
Th17 FRik i, FFAME M eas . APkl 2 5 X R R n s Sl Thi7 N2, 4
PRkl PM2.5 Jlid TLR2 AT TLRA i i3t 44 S 240 i 1 B AR TG AL I £ S 414 CD4+ T 04k 2 Thi7,
XS Thl7 RN EREE,

259 LRk I it SR AN BTE AL Th17 42 508 FEI I 30 A0 .

FRBZIES RANKL RiZE5iEERMEMR+ MMP-9 B95~4£

Jil B L2 ORI L AKRE
LA RSB = BRbt 2 MR — M s BB

H B B 00 55 a4 e ek (05 5 5 6 )8 2R EIR - (matrix metalloproteinase, MMPs)
9 WM EMEA RS S5MEHE. NF- B ZEiELPEC/K (receptor activator of nuclear
factor-kB ligand, RANKL) 74y /15 14 i Rl 770 Wb 7 T R 3FE B, (HEE M %15 51
MMP-9 £ikJ2 il RANKL &1 M AR 7T . B FRATT0E 7 H 12 28 78 5 18 M BH 2 M il 2
(chronic obstructive pulmonary disease, COPD) KFHLEIFIEH MMP-9 724 # RANKL il %
RIS K ThREEH -
Fd L8 FH B A RN R R e 24 B, 8 5% s RANKL FI'E 5244 RANK TEfifiZH
ZURFRILTEDL, X RANKL F1 RANK ZEAT40 e AL . 2. 068 AtZHZE A RANKL A1 RANK 4 ffl &
Bro BARHNSEIGARTTAE T I Z SR T RANKL F1 RANK [R5 1500 L &% 78 B B % 7 5
MMP-9 724 RANKL K% A9 2E ThRE .
SR 1LAFMMNE R /DR RANKL fil RANK FRia Bt 23 in, JEHMEAN RANKL 1 RANK
FIRAENF EEA . 2, AT ZUM N RANKL I RANK Yk e EmgEgnio . 34Kk40 %
FEIEMELIND, 25T F A S S B RIS RANKL AT RANK ik 3800, i 0 240 i 76 75 HE
SHEHUIA RANKL JICT MMP-9 Risshn,  HA& A SIS S MMP-9 ik nl L4y
# RANKL H R A4 BT .
%518 RANKL/RANK I % 2 5 75 MR 55 15 3 it 1 B R 240 B 7= £E MMIP-9.
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7K [B) 38 5T T 4R Bl oS 2 i < Beb oA BRU A ) BE B9 AR X AL BURA 5T

JEEE  ZENEYE 2 GKTE T R B T R NP bk
LEEXe T8 —BR R/ a2 B s o — b 2.0 NREEFE

HE RS KE 780 T400 (amniotic fluid-derived mesenchymal stem cells, AF-MSCs) #4E £
oS Mt = R BRI Dl e b A A S AL

FE ERUEERIER SD K, WEEFEKIRA, 28, 7R HEE AF-MSCs; FHbE g SD
KERFEHLTFI R 4 4, Ad CEEXTRAD . B 4 A4 . C 41 (AF-MSCs #48 30 K
4) . D4 (AF-MSCs #48 60 K41 ; @S KA, ¥ AF-MSCs BN KR ifi4121
W SRAVNSh PG D Re A e K U ThRE, LSRG 2 EE =8 4, Real-time PCR I i fifi 41 £Affi
WRMEEESE A A (surfactant protein A, SPA) & SPC mRNA /K°*F:, Western blot 5l SPA F1
SPC H® H £ &, G+t k& WM oA H w2 M X B F AW E M
(Senescence?associated?B?galactosidase, SA-B-gal) Jift.

gEE WOk RSB RE J) Cairway resistance, ARD B @i b, R Eh A S M (pulmonary
dynamic compliance, Cayn) FIFFSIEE#E (peak expiratory flow, PEF) BIRF#(E, 5 A HAMEL
ZRAGUFE N (P <0.05) ; B KR IS A E SR, Bl 13 P9 4 8] B
(mean linear intercept, ML) K P31 (mean alveolar airspace, MAA) BIE T A 4
(P <0.05 ; [FIE, FiAfK R4+ SPA K SPC mRNA flE FIRIEKFREMKT AH (P
< 0.05) , H SA-B-gal iFittifn. AF-MSCs ##tf5 (C AN D41 , KEMThEE AR 2.2 [F{K.

Cayn fl PEF BHE S, 5 B ML ERASHE L (P < 0.05) ; MLI Al MAA BHEAKT B 4
(P <0.05) ; filiZHZirt SPA J SPC mRNA Ml HRE/K-FHEmT B4H (P <0.05) , H SA-
B-gal i P&k, Jtlt AF-MSCs 4t 5 60 Kk F NI & .

5% AF-MSCs FHE REGE It UM K BRI DI RE, FHRIEMAZESE, HALHI AT ae S8 1 2 b
JE AR AR

B SIER KM TROP2 M5 R T
EAN R HariEYS1ER

W ZHGF X Jabe £ B X H
AR KT EBE R

H B R 0E R FE 4N TROP2 & 15 Al @l = M8 i e 4 Th g, 2518 BT /NS E 9 )
I A A s B R

T2 WO TR s 35995 A8 47 i - DI B A B 3 i 2L 2, AL AR . WOt IR, WM LA 4 . S
AN TROP2 fESIEMZRIA, CD31 Yt ) WM £/ CBEMEARE ) , —FHHT
FHSPE AT o BRE(EE B & A1 BEL i £ 5 < JE I 4B, N Cytokeratin 5 il p63 % f3 2 Y XU G
SE . R ORI Rkl B B K4 L TROP2, SiRNA 17T R 18 BH i i 25 /< 18 5 % 41 i
TROP2, #:4t 48h J5 WB #HTAUHIRE. F N SIESE KA 5 i 5 N S 4 i L s 7, IR AN
INE RS WS TE SR TROP2 NI A B2 40 ot A% A R ThBE 52 . WB SZEGAS:
M _E A ITER TROP2 RIAX Al R4 VEGFA & 1521

82 OB/ NEX TROP2 ik (K 1) AUMEARAKT (F 2,3) 53 5T A AR AH
XHEZH, AHOCVE A B U AR B AN A 43 te 5 TROP2 Rk B3 IEAHC (B 4) &

@A BRI (KB 5) idFRik TROP2 (& 6) AI{E#Em W gt se (- 8) L (K 9
.

@it FIERIEILK AN TROP2 {21t VEGFA & H & RN, JiEk TROP2 (I 7) nl#likl VEGFA
AR (10D .
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H

S50 OMRIHAT AL N8 X AR E N, 5 TROP2 Rk /K235 IEAH <.

O Al E R KA TROP2 B (Lt I f2 T~ I W A BT A s, AT 2 58 E 8
.

@ EFEIRA N TROP2 FREIEN VEGFA W75 bR T I8 A A Thfe, (i B i b Bz 1A) B2
EIRHRITIIRE R L.

FEV3/FVC /MK ERT IR PRI EVR

WA R EAE eI SR H
AR KT BE BT

B W EoR, 12 H R AR R G /NS, i e S RO O BN B R AR . i
RINRER T FH B/NSIEIIREVEAS 7%, W Hfabn B HE FEFS50. FEF75 1 MMEF, SATIXEEiE 15
PRSI G, FEBFER. FrREER RS, FEV3 RIULERZEE L REMHEIR,

FEV3 .45 7 H J148 X AT 77 AR X IE SR, /NVSOERARR, BT A 7 RO X i id
%, S5 FEV3/FVC T P&, Kt FEV3/FVC W] RE RN S /NS B % A (R F8 b5 o ASHF SR
FEV3/FVC 1E/NSIE iR A AL H ) = o

JriE BERT IR G IEAT T . 99N 2017 4 4 A& 2018 4F 12 Atz T IR KEFEER K2R
511 1, H A IR 241 51, FEVI/FVC 1EH M EEIRA 122 ], #2-rhEE1SRHARZH 148
Bl. NEEATIES TR E R CT Kdx, 2 Airway Inspector Bl &S ERESH. <iE
REAUTHAN (WAD  AUEREERE (WT) | AOERERTI A G s |t (WA%) . KIEW
JEA42 4 10mm i (RS TEE BER AR 7R (Pi10) , FERAAERHA (BSA) HEATRIIE.

] OFEEZWME K FEV3IFVC & 3% T 18 B HJE W M 4 (92.95+£1.93% vs 95.23+2.45%, P
<0.01), T4 S R 55 (82.5817.43%, P<0.01);

OTEMEEAER N, FEV3/IFVC 54H 2 A% (r=-0.525, P<0.01), FEV3/FVC A& 2 ¥ E &K T
FEF50. FEF75. MMEF;

@ LM B AR 1) FEV3/IFVC vl {5 X B v A, FEVA/FVC IEWFIEEINE B 25.41%H 31
FEV3/FVC F[%;

@FEV3IFVC 54 /NS iEhfetesr FEF50. FEF75. MMEF &2 #H5%¢ (r=0.737, 0.662 Al
0.744, P {{#<0.001) ;

O Z AT WA%. Pil0 &3 & T FEAERARAL, WAYE T #2-r B2 1% B4 5

O®FEV3/FVC HE®E CT JE& ks WABSA. T/BSA. WA%. EI & 527k (r=-0.323. -
0.323. -0.440. -0.507,P {{i}#)<0.05).

254 FEVL/FVC IE% R E RS C i3 FEV3/IFVC RF&, FEV3/IFVC 5/0NVXiE1EFr FEF50.

FEF75. MMEF K& & CT SIBFabrH oS, A ERN/N A2 # KA febr -
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Therapeutic potential of BLT1 antagonist for COPD:
involvement of inducing autophagy and ameliorating
inflammation

Li Zhang MinZhou
Ruijin Hospital Affiliated to Shanghai JiaoTong University School of Medicine

Purpose Leukotriene B4 (LTB4) is a major pro-inflammatory mediator that leads to the
persistence of chronic inflammation in chronic obstructive pulmonary disease (COPD). The
purpose of this study was to evaluate therapeutic potential of BLT1 antagonist for cigarette smoke
(CS)-induced COPD and to explore the underlying mechanism.

Materials and methods In vitro, autophagy proteins were determined by Western blotting in
RAW264.7 macrophages treated with U75302 (BLT1 antagonist) or autophagy inhibitor in
cigarette smoke extract-induced inflammation. In vivo, C57BL/6J mice were randomly divided into
three groups: Control group, CS group and CS+U75302 group. After 12-week exposure,
histological analysis and lung function tests were performed to evaluate the inflammatory
infiltration and emphysema. The expression of inflammatory cytokines was measured by real-time
PCR and enzyme-linked immunosorbent assay. Immunohistochemical analysis and Western
blotting detected the expression of autophagy-related proteins. Transmission electron microscopy
(TEM) showed the alterations of autophagosomes and lysosomes.

Results Lower levels of inflammatory factors and autophagy markers were detected in U75302-
treated cells and mice after CS exposure than control. In vitro, LC3 mRNA expression was
elevated when treated with U75302. Autophagy inhibition resulted in augmented inflammatory
response and autophagy proteins even with U75302 treatment. Furthermore, BLT1 antagonist
decreased the number of lysosomes and autophagosomes in alveolar macrophages of mice and
potentially enhanced the expression of transcriptional activation of transcription factor-EB (TFEB)
in vitro and vivo.

Conclusion Insufficient autophagy of macrophages was associated with LTB4-mediated
inflammation in CS-exposure models. BLT1 antagonist ameliorated inflammatory response
through inducing autophagy.
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COPD FA ACO BBl E0S 54 M4rE.
B IhEE R 1 574

I #BH
o ol

HH #%7 COPD fil ACO 3% MMM 4NN (EOS) 5 RYEFREN . I REIIAH M

Frik 4R 2017 4F 1 HE 2018 4F 12 AERBU R COPD S mE B, BIEA F-A B
(B ACO) HE#3t 500 Ao idskAFFixt RN —MIE oL OB S . AR A Be i B) R s B 45
AGRH SRS HT IIE L B C M EE (hs-CRP) KiliThiess

Zi 1 COPD BHWMIEH W R ET ACO &, Mt ACO #¥%, P $%<0.05. 2 LA
EOS%22%745VUZ, hs-CRP 7t COPD-L H8] &% T COPD-H fl ACO-H &%, [Fif ACO-L th5
T ACO-H % ; COPD-L. ACO-L HHEH PR SHEMMLLE (NLR) Lt COPD-H.
ACO-H 15, P 1J<0.05. 3 UL EOS 11%1=20.2x10%L 43Uz, COPD-RL % hs-CRP /K*F-tk ACO-
RH &, COPD-RL. ACO-RL ## NLR /& T COPD-RH. ACO-RH, P #4<0.05. 4 i ZE 34
(AHNZFAGHEERA, BANFIKMEREA, CHREZN+ERIEEREA, DHARNHMES) , DA
—% (FEVI/FVC) . FEV1 5TiHE H 0t (FEV1%pred) 3w T HAL =4, 1l C 4 NLR
ACELE AL =205, P #4<0.05. 5 Pl EOSY R & i#E1T 2 HA M FIH, EOS THEU EOS% A
KIEVERW, NLR X EOS% bt/ (P<0.05) ; HH<MEHrd EOS% 5 FEV1%pred 174
IEAE (r=0.258, P<0.05) , 5 hs-CRP. NLR fF{EfAH% (r=-0.284. -0.477, P<0.05) , 5
{EBER ] A TR SR 55 (r=-0.093. 0.096, P<0.05) .

4518 EOS =) COPD 5 EOS =it ACO W REAZAEIL R LA, [FIES EOS AR —FHIX 5+
PERLAN L IR 8 R BE Bh TR IREN XA TT s Sl ikilE EOS /K-F Ko i ™ B R B W e 2 75 . FH ¥

NI DB IE Rz AL B E F B2 25 3R F R 53

S b A e 2
LB B AR5 IR ERBE 2 8RR

W0 2% 2 B SR I T R AR (A 5 0 A R, P AR 12 E AR R (A AR AR N A 2 253
LR IT i, JER B FERA G 70t Th 257 dh A 2 W s SR S LR AR Wi 3 i 58 TR
BIF 7R G BRI ST B BN s, 2% 24 B 2 ARG HE B 2 RS HE 245 S AR AT A, 2 T2 R
B MV [ 22 8] B2 24 W 268 50 R NSO J26 BT 7T, A T 29T, AR TR i i I 2% 24 B 27 ik
T DURE E EE PR R S 2GRN, PR )1 DUBR 25 R At e 2 e 25 B4R T, 9 — B ulia s
E AR AR BB KR . DLESS AT

M. TNF-a-308 EEZSMESEEMSHIGHRFRE
T8FEATBY3Z E{ER

SRIEDT FEREPN LR 2R 301 ARBRR 2T kAR S 2R AE St
LB ORI R B2 B

HH WA TNF-0-308 3t (K] 22 A5 1 AE 2 A8 il U I PR A% BEL T 635 vh o AP eSS AR A

Ttk Wtk 120 HI{EREi2 Wy COPD DU B, H IR SClRbRvE,  HRAE P70 45 SR U=
iR e U R A COPD, HAfiti <25 COPD60 #1, JEt &% COPD60 . JfK4E
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B B8 1 2 AN A i K 31T DINA $ EURN 2 RSN 87 FH SCAE 29 A 72393 B TNF-a-308 5[] 51
TR 2E HAEF

GEEL il R R SRS P R A i TNF-a-308 JEPRA S LR AL A GIG. AIG. AIA 3
A5 50.0%A1 71.7%. 36.7% #1 25.0%. 13.3%F1 3.3%, G. A Z5f1FEH 455 68.3%H
84.2% . 31.7%F1 15.8% . XF M 41 H ¥ 31T Hardy-Weinberg T #j & 36 £F & 8t 7 - 7 & 1
(P>0.05) ; XA HrER, WS TNF-a-308 #8225 25 PE 78 A= i R 26 818 BEL I 22 T +H s
RIAZ HAE 2 3 S5 X (U=0.657, P=0.322), 7l R 2570 AS [F) R 28 il Ao 26 508 L i i
TARIMBE R A2 BAE FH 22 73 B4t % L(U=0.657, P=0.322) .

28 RS TNF-a-308 2K 7EE4F COPD A il AR R B T e oA BAER , ARl R
F UG BE it B AARAL ) 0 75 5 22 09T 9 B

Fo BIREIR A 3677 1% PR At & T I 398 BV IIm PR S04

5K AN
VU 22 A2 T K 2 5 — MY IR B e

B W 3R T B R L 15 S P 5 5 3 ) s PR 85 R

FriE BENLIEFE 92 BIF T 2017 4 2 2 2018 4 12 H HIEIICIE 518 BELAG & FF e Wi 352 35 £ 3 ) Il PR
FORNEAT N, B NGB ATAITH, G4 46 15, NIBHL TH G, BT S T LA
WAL TVRYY, LR HAEIT AT R Te s (BhBKIMLE S, shiikil S s, RI7 85 %
),

R IR, WAHBEES K, ZE MBS EEIEERAHE, Mg ERE X p>0.05) 5 A
ST IEVRITHE DS, 8RR REFHIN T SHEA, BiEZESx  BE g2 L (P<0.05) ;
T HIRITIRTT A AR (93.48%) TEE THIRA (71.74%) , BIEERMNHEFSHHE X
(p<0.05) .

58 TCRNPEIHLTE 7 1% BELAT & P IR 28 R e PR AR B2, (AR

1214 P E M AR B & NI RERR IR B R AR LB B R T

FICHE AR i
P KA M R B

18 VB ZEVE MR (COPD) S¥FZMiANFAMEA 5%, e IR R P b A2 fie™ 2 (14 i 41 15 JFAE 2
—, WHIZIREREIS A RGN COPD 3 MBUHARMBIILR . )R R%] COPD B#F INRIT)REREG
(KRR SR B 6T 1, Tk COPD & ITls R EZ & . HAl COPD iAAIT)
AE PR B ) A8 ML 1) B AR DG S s PR 3 ROk e A5 s B2k e, D9 HOVR 3R A TR B e . AR SCRRTIR 1
COPD HHINRIBEAT AT SR K67 DR . S S U A L 48 B AH S REIR R
R 2 SE AT RS FNRYT, TS e R AT R
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R TR VAP BOFLER

Wik Ak
FEIE T — NREEFE

BB 0825 ) 2R AE TR W HLAR e 1 A 4 (VAP) F i B R 35 b1 B0 454 I 1D 6T VAP K
AR

JiE ¥ RICU A QNGB R4 B E 7 N AVMES#ET 48 h 1IEH Nk, 3t 88 i, H i
70 Bl5ER.  BEML SIS R IR 44 5], Seasdia B w0 Toss , o B2 S Pk
R W, XL R R AT EL A

g8 W VAP RAEER, [ E X ,P<0.05,

58 76 RICU HLbGE S 3 SR %5 P QR 8 e B B il VAP [dEiit . —, BRI T 30T
R, WEKRAE — 2R SR L.

SZAPERARERRD T RESERRAATeN
FE 2 14 Rl fom P B L A BUR 3 4

TRIEE
FEIET A — NREERE (FgIE R B 2 B 4 — MY s s fe )

H W FRiT 28 A 9 B M AR SRR YD T B AW N IR TT I PR UACIA 18 1k BEL 28 >3 45 i s 6w 1 2 P 2%
P

JriE 104 B 709 51 R L YR B 2018 4F 3 H~2019 4 4 H £ K Esti2 i COPD % i, BENL
M, 1E¥T ULRRERYD T B S S FIW VAT RN EL B R4 OR3P B, n=52) FIMEE4 (4
A, n=52) IGRIT RS MAE 4 0cE .

GEBEL WL S Rk 96.15% 5 T AR ZH 78.85% (P<0.05) 3 WIZH TRl A2 rE . AR VE 4> A1
(P>0.05) , THEMEHMESETRIA, ZRAEgE X (P<0.05) .

2% fElAR T UL COPD BEMIRY T B EFIMNIRIT MR 8 H 4 &3 BT s ik, nrigssib
SYRCR, REEEARAREENGE, Bl M.

7 S22 322 R M Bk 45 T AL PP 2 0 T B P 41
87T COPD KSR #h

T
44 55 A B /00 )1 0 T o0

B B 4R F0 K 4375 BA U T2 90 D0 477 356 TG B PR AL T 7 18 PR B ZE 1 i (COPD) [ RR
Fiik EHL 2017 4F 01 H~2019 4 01 H #ila7E N Bt A7 LRI LG YT ) COPD &35 102 #ifE
WIS G, AR N B S J5 5T B B A5 2 AR A R AE % 51 71, X REZH B AT AL
PREETC ORI S At 4 28, WS A R0 21 FH KR s BRI I A5 T L9 B, D 2 79 4L R 38 T 5T
JRIE R AR B R A S R H =

R WAHB MR K ER, BHEMREAERLIGRFEBEILE, Z5A%H%FEX
(P<0.05) .

SEW K IR BH NG IG5 00D M B 2 R 0% PRI R 5 TR R AR e T B S A%, B v BBl

BE.
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R EFE T X814 E E M R R E R B &I T e
R TRREN IR

FNCES
FOETT S~ ANREERE (RIE R AR S MR ERD

B B R 2 4P BT PR S Ve P S ML 2% (COPD) Fa5E A s Wi ThAe A A 1&g 7 i s
Fiik GINAPBE 2017 4 1 H % 2018 4= 12 A [Alfiyé 100 5] COPD fase i, KR ECT R4 AL
FEAr AR (50 1)) HWiERdH (50 ) o XFHEZH G S T CARRI A RN B BT, WS i
HP UL EP BT, /0 Lo g 4 B8R 2 T TS IR Th RE T bR A AR T BE SV AR L

R TR WA EH Baethel FREOFfHELN A BT &, ZRAESIE L (P<0.05) ;
MELH B FAE T TS R DI Refabr PaO2 & SaO. /K-FAH LR R ] 242 & (P<0.05) , MEH

HBEAETHiG PaCO2 TEFRAH EL Xt HE24H B B &% (P<0.05) .
258 COPD fae Ml AIGRI B b T LA £ BT 71, v B B o538 B3 PR Th R Fe s /K T F 3
HAERE S, SRR BE WS A EE EEER, HAEWEK LT M.

BitEEMFRFRAHBERERBRIMARIIER

Beg g 1 0| RIRE 2
LG EbREE G 2 Ml — NREER

B ) SRR G ML ZEVE O 5 B B RIUR ARG R

Tiik UL MEHZEVE AN and BB SRR EEEE pubmed K 5T Bl TR EEAT R R, X
FEE SR SCE BT R IR -

S5R 1 VEPHIE LN 5 0F B B8 RUR I AR S, IRRRILFSE, ke Ihom 5 H &
R AR RO A SN B A TR, B R U AT REAL BRI B ZE i A
VBRI E R Z —, HURAIR ST W] REXT TR VERLZE LR s & 9 B 88 R 2.

5k B8 R RV B ZEVE IR AR 2 I FRE TR A, KRR, IRRRIRE, ol
et AR v R AL

ILRREAE COPD RAIRMIFIR RS RwaER

AN}
PG 22 20 3 K2 5 — I S e

H B R0 il e S8 sl 2550 2 4E COPD K s 1 Ol Th RE 1R i

Trig R BHIE T 100 5] COPD fase Wi F N7 %, BENL S AW A5x4, 415 50
o R LLR G T S48, W g2 AE R A i S mt B DL O R R s sh Il 4k, WA T 3
MH o P BT WA F A 2 .

B TG, WEHK VC%. FEV1%. FVC%/KFHm Tx R4, MEH Pa02 /KF & T iR
1, PaCO2 /KPR TXHIEZ,; MEHR) SF-36 4w TXIRAR, Pl EZERWAEASG TR X
(P<0.05) .

G UMK s A 7 A E R TR R 2 sh I E B T ocE e i COPD & itizhat, JEHAE
AR .
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LRE D IRIP IR TN 2 S R0 3 S MR i S8 2 M R 422 1 B
FERENERBIR 24

Fi
FEIE T2 — NREERE

HE R U2 & O FE 3 T 000 22 R AR S B2 s (CVA) BB B2 I 2 il K A i o 8 1K) 52 vl £
.

FiE YINARE 2017 £ 1 HE 2018 4F 12 HEIARBEIR G CVA B35 100 ], FENLE 4L (50
B S5WEE4H (50 6D , WA T UUE P ETT, WS AR R B A T DA A O B B
T, SFEE T B R AN R B 5 vE P B I Th BEFE bR A8 4k . BERG#E 6] ACT F9 M AE TG R B 1E 015
.

R P EI A ACT WML AR ETE S, ZRAESIE X (P<0.05) ; TH/EMEH
BEThRER bR L A B &, ERAFAAESITRE X (P<0.05) ; MEHAEE TG AQLQ
PR AL A B 5, ZREESTE X (P<0.05) .

g5 Z4FE CVA BERIT IR T AL & O H TG B T 508 R B I Th REFabr . 8 250 | H g i
JEAR IR & T UG AR i, BV E ST I R N .

PRATIEIR AR PR

AV ARV

FAIE A — NREEFE

WE: WRRGIIIIIEIN RS, RREEH, RG22 E B TR, B8 P A RHE
Wt 3 9 B 505 LA R R B M e, DOWA e AR B AR E S % .
KRB PR AR

WP 28 G 22 BOER S, THRIER BRI S ot &0 BB R RS A S BRI IE
YL, QISR S, SESCRUE R EERIE D E TGN, JPIR N RME b S B %
RS RN BRI S A AP B RS O B Y AN T3 T R L B )R A 5
e 4.

1 EAIE R BRI 5 5 A 15 L = 20 B o 1 EAT I 2 W ) B A, IR BRI BN
DUVEL PR AT R I I AR, sy AR B, PR, R R E S e IRIE R S id%, IF
W5 BN RARgR R A, IR B A (B M2 T R HIR YT

2 PEZEREBRAE RN RMER S E WSS R e IR, B3Rz RNARSER
wo HZNRRZE, HEESTNETIERAE RS, 55 W EORRF T A RO NAT B3 5
R NFE A REEIER A IE AR . (RIEREEE e, M. s IR IRAS S A iR, TR
EE, BRM 0. 9% SALIWEBR S, WIHHEKESE: STERFEE DHELRERE & E L
YERMIBEAE HCR s UGN S BB R 51, RGP BE . Wi S 2B 3 ST B 25
VRIS R, EoEE.

3 PR Y RHE AR A S R R SRS P SR I AR SR BT SR BE DT R N E, R
B Tt 4 i KB B LR S BTN BE SNSRI Dh RE SRR, M NG BOB TR, Sih B E R R
W, oo B R IhE .

4 HEPHE EWSRER LRI & REHIERERE. B, L. ARERE. )
AIUERANZE . OSORBE. TR RIS, MR BRI AL B . PRI EE . IRAS HOREIR AT REA R
HEE, RPN T RE B PR, PRI R A PR R s Ml B A 1 A R A T RE

54



v AR S 2 B U e FEMS AR B A i s 2 AR 2 WG

5OEREE WP AR TR R T M. R RS L. SR, EER S A S B IR,
RBAR Bk, KRS USSR, RS BB RO ERRAE, VR RMNES
F Lo PP B

6 H& W ARGIINZ NI ARE, BERIPIR N REOR I AR R R, B R e, e R A g AR
FWiTE, EUDEREARM, ERAINIIR A, HREE T 5 BE T 7P R R LBERE.

FEMR 3T AECOPD BB i = K ffi Th RE B 20y

L
FA TR — N REEBE

H B PR 45 5 WP e AR QP St 2 A 1 B 28 3 1< B Bt Th RE R i

AECOPD &35 &4 75 Fa 1 Pt B ER 1 H IR U 1 R S04, 5 75 248 COPD A 24, /8 B e A A Y
WML S R I RN EE 8 Y 2 B M B VR M, TR R AR W BN R L. AR AT
MAEGAE, KA. WEHE. JE= . PIASFIRS o R ELEER . B8 BBUESEE )T TR RIAF(ER)
MR EAAG S B AT BESA COPD INEEHIMEIR . 299 T sii& . ISl S sUR, (HZ9xf o
IS REENEAARMER, AW RER, Bahiig 2 B SeE I aea L M b .

VRS 7k

TRl JATM 2018.5 H-2019.5 Hi%kHL 100 % COPD i, BENLIHEAT/ ANIGITHL 50 61, XFHEZ 50
B, PHLAERAE R L 2R, ANk 100 ) 5535 G R g, AN R AR IR PR R e % A1 SR
IS

T BEAEGE G AT AR S SRR, XS RE DLE IR . R PG . DB, TRESA
7, AR, AT AR BB R LR L, S SRS R BT 4 R S I IR AR M, A
WP Rl S S S B il ThREAR 7, R KB EAGI . R Eas & BB A G BT IE S,
MFED PR B/, BRI AR, BT R, MAEEFEZNE, JEEPEARK
S NITEAE, A TAUIERE UM . FIEP A T, REEE S IEET, AEEREG
B & HE AP . KRR T IR B B G AR, WER E SRR — B IB], — T Rass, —FaT e
W, W, EORPRBEHL R AN IR IEER, BSOS, PR, A OR PR EE b A PR IE R, B
REEARS, TERME S R O RIREAEIE S, , PRI, 1B ESE, R — IRy
Z—3, MRS —E %, 28BN gIZ)E, SinTbEFEI, RRHARIREE
PP FERI A . FRIRIL P EL 2 2:1, AR IEHF 2 9K, K 20-30min. LG Wi o, dnlfas &
WP, EIEP ., VI ES, SRERA, AR RS, PABG M. R
—ATHESE ] IR, M B R Iy AR

SRR PG RN GRS Va7 AL IR G S B SO, WIT AL R SR E o K BT
T A 53 He 2 PRI

P 3 0 I ¥R )T 4 B IR ZE 3 Bl Th B A 4R

T PG AECOPD S BGE It ThaE e ] — e iIER ., BRI T1=H] AECOPD WIkE, 2¥%
SERA I R A B S S E R E F B —, W H R S, MG, EHSNITE S,
BT, WO TAERPIRES, $&m T AIMAE R .
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O ERBK I S5 SR A S AE AL IR S8 E BRALE IR P REX

HKANE
Ui PR B= Bt

BB R0 O ik B E (ScvOz) Wil sk HUGE < 8 B L4 5 0 T A48

JriE 60 FILE T BALEE, Hamid 3 AL (SBT) o WS EF BT S BT 0.5h
J& ScvO2 FARAY, K gy NIHLSR T2 (42 ) FBALIGA (18§D , Lh#k 2 4L ScvO:
SEIfk LA A TE B (PaO2/FiO2) AR, .

8 BHLE 0.5h, IH ) ScvOz. PaO2/FiO2 1t T 2k M 41[(72.0+4.4) % tb (65.0£5.4) % ;
(320.5+21.3) [ (265.2+10.8)| Z F A Fiit # & L (P<0.01) . FIWAMHLE 0.5h S5 EHLAT LK
ScvO,, BEMAE/NTRIGAH, ZRHSit¥E X[-(0.7£2.5) % [1.(6.312.2) %, P<0.01]. ScvO;
NEE 7% LA E 3L 16 61, 14 ALK

GEVR TP R Ik i AUV R R R AL AR R T I LR B — AN AT A -, ScvO2 T BE
7% DA b T AR A SR A .

Bk, #X. RE—#FHUEEENERERSERMY
MERAFH N A MHE

ASAE L MR 2 X B L ek Ak L
LR SRS ARIER: 2. KA RER:

H B BRI RE M S S E T R . X RE— AR RN AN E .

F¥E Y9I 2016 4 1 H~2018 4 12 H B A2 BEH St n 8 81 3 L1k 300 9, #IEBEALE Y
FE WL, & 150 B, SHRATTRE G, WEMAITRER . X, FKEBILEH, i
PILELIRTT 3R

R EHAMA FEVL. FEVUFVC KFERLE X (P>0.05) , HFHEMEH FEVL.
FEVI/FVC /KT Tt ifdl, PidlER A= (P<0.05) .

G50 GBI AT N E N R E T RER . X, FKE RS, AT R R R SR
RAS, BRI ERES, REmEERE.

1214 PR Z 1 bR e E LB R E B 75 R BRI

W12 2 5 WY
R 0 R

B B R BH P 555 Ao e 191 S5 3 1) B SR AR A vk B R

Fiik WCAEFR B IS B2 P Ml e e B A3, o BRAC A BRAH . XF LA AT 5 6 min
WATIRIS . AV D ReFE bR -

G A FERT 6 min BT RBHELER (P>0.05) (WA HE 6 min BT hiH 257
(P<0.05) ; WA HEFAFERELE LESR (P>0.05) ;AP HEEAEERELRE ZR7
(P<0.05) . MHIPHEATIMThAETE s (FEV1. FEV1/FCV) LB EZER (P>0.05) ;#4033 5 i
IhEetEls (FEV1. FEVI/FCV) WA %R (P<0.05)

58 it R EE, DA ES P o A e S R AR TR R R, SGET IR .
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Serum Uric Acid Levels in Patients with Chronic
Obstructive Pulmonary Disease: A Systematic
Review and Meta-analysis

Yiming Ma Herui Li Zhongshang Dai Yanan Cui Lijuan Luo Zihang Zeng Zijie Zhan Chenjie He Yan Chen
The Second Xiangya Hospital, Central South University

Background Oxidative stress plays an important role in the pathogenesis of COPD. Serum uric
acid has been proved as a main contributor to the antioxidant capacity. However, the association
between the levels of serum uric acid and COPD remains confusing. This meta-analysis aims to
make out the levels of serum uric acid in stable COPD patients compared with healthy controls
and the relationship between the levels of serum uric acid and different GOLD stages (1, 2, 3, 4)
classified by severity of airflow limitation.

Methods We systematically searched the literature in PubMed, Embase, Web of Science and
CNKI, covering all published papers up to December 2018. Observational studies that reported
specific serum uric acid levels in stable COPD patients were included. Two investigators
independently extracted data and Review Manager version 5.3 (Cochrane Collaboration,
Baltimore, Maryland) was used to carry out our statistical analysis.

Results Seven studies with 932 stable COPD patients and 401 healthy controls were included in
this meta-analysis. Primary outcomes: (1) Serum uric acid levels were significantly higher in
stable COPD patients than healthy controls (MD=1.91, 95%ClI [1.55, 2.28], P<0.001; 1°= 78%, P=
0.001). (2) Serum uric acid levels were significantly higher in GOLD 3, 4 than GOLD 1, 2
(MD=1.39, 95%CIl [1.15, 1.63], P<0.001; 1°= 88%, P< 0.001). Secondary outcomes: (1) Serum
uric acid/creatinine ratios were significantly higher in stable COPD patients than healthy controls
(MD=4.55, 95%CI [3.04, 6.07], P<0.001; I>= 99%, P< 0.001). (2) Serum uric acid/creatinine ratios
were significantly higher in GOLD 3, 4 than GOLD 1, 2 (MD=1.44, 95%CI [0.56, 2.32], P<0.001;
1>= 91%, P< 0.001).

Conclusions Our meta-analysis demonstrated that the levels of serum uric acid in stable COPD
were significantly higher than healthy controls, and there was a significantly positive correlation
between the levels of serum uric acid and the severity of air limitation in stable COPD patients.
Serum uric acid could be considered as a useful biomarker used to identify disease severity of
stable COPD patients and even predict the risk for future exacerbation.

Blood EOS Level To Predict COPD Clinical Outcomes:
Not Yet Ready

Chengsen Caichengsen
The second affiliated hospital of ShanDong University of TCM

Recently, blood EOS have been proposed to be used as a new marker for disease progression
and treatment for COPD patients. However, the results of relevant studies are quite different or
even contrary. This paper seeks to enumerate three aspects of relevant research of varying
conclusions, and explores the underlying factors.

Blood EOS measurement to indicate disease and inflammation remains a reliable method [3,12].
However, EOS as a blood marker of COPD still remains controversial. More basic and systematic
experiments are needed to further clarify the pathogenesis of blood EOS in COPD patients, so as
to clarify its deep relationship and better serve the clinic in the future.
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1814 FE M b B R IEME R FAE 75 5%

P

R RS — R B

RFTR SR, 18R — M R IR R B, A VE 2 Bl AR, T R I AR AR I
MR, RZR . WEIRPRAE. MR R A AARRAE (AT VAR AR, TR R BRI
B TR, R E P Im AR B A B T FE R o MR B — Lo AR E AR, AR AAE
WAMEME SRS, HHEBA WA LGNy, B —F AR R AR, HABRa K
AR, T BELA SR AR AR E LIRS AR o AR AEOR,  [E MG Bk 2 1B R
1852 BEL i 253 BRREIR R R A7 T IR) AR 3, i ol RE L BT B I TR A PE S B R i, — R B Y
fe [AJREIR B 7™ B, AN 17 71 B B2 ) 12 L 6 R (IR B %2 %, b GOLD 774y B. DA
HRERIAMEREE A, C AL U], HAZBHM R AR S S ROl B EEshee . &
TR R SN RS S VA5G, 2007 4, BN Lu & AR — 02 hCss W DU SR T R REIE
g T J 1 PR SRR B BRI i BRI R R ™ B A ) Be. BRI, SRk
FFVRA R LA S R PR BRIV EE. HAT, EANCAH & IR T E R VPG 18 R R
FIMPEE SR, @HE COPD-MSD &% (Chronic Obstructive Pulmonary Disease Morning Symptom
Diary) . CDLM jrj#: (Capacity of Daily Living during the Morning questionnaire) . GCSQ %
( Global Chest Symptoms Questionnaire ) LA & MEMSI f§#i ( Manchester Early Morning
Symptoms Index) &, A SR IR BE 2 R0 8 LR RER YAk 7572 S SCHEAT I IE

I R 145 450 2 B o} 180 14k B 22 14k i 2R 6 B A\ B RO TR 1E

PP [RIE AR BT SHIE BRI b -
HH R R SR — R B

B 5 BT AS [ KT 100 R 14 s 441 B (EO'S) 18 4 BH ZE 4 fiti 19 973 2014 i 25 (AECOPD) B8 3 1 11 PR 4
A, R EOS X% AECOPD Fi e FFilAf A -

FiE N 2017 4F 01 H 01 5% 2017 4 12 A 31 578 g Kopie — 122 B vl 5 G s R E
BEf] 120 5l AECOPD %, VUANBRILHE M H EOS%sr P, EOS%22% N EOS 4 (n=56) ,
EOS%<2% Non-EOS 41 (n=64) . X kb 734t 9 2H 25 355 1 PR e o DA B P i R S M i XS
#ZE8 EOS 405 Non-EOS 44, WBC, N%, NLR, CRP ®%. HiFi)5 1 a4 Ror, EOS
JH T 2 N E R A XS = (Adjust OR 2.67[1.10-6.46], p = 0.030; HR: 1.57[1.02-2.40],
p=0.040).

S5V 15 BH 2 4 T 5 95 0 o 08 I T A R 4 L K ST T T P B R 2 i RS B S
fHo
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1T AECOPD Flr B EARIFREN—BIHERHB R E =

Wk x0Tt B
B R I R A — R B

H ) @ B EE 5 i 4k Rl AECOPD T3 BefE Bt i) 3 IR R s, R0 5 A F KA COPD
BE I SN E AR o] BRI E R R, IOV ESZ i . FRARAE T e (IR S HF

JrvE TR RKE MBS —BERE 2015 45 6 H 1 HZ 2018 4 5 H 31 H Btz Wi &4 18 1t pH 2 1
g S E (ICD 4WtS: J44.100) K JiEAT BB 4, FEARYE 2017 F VG e R L
B H N RAELL (frequent exacerbation, FE) FIEHESIE L /E4L (infrequent exacerbation,
iIFE) . W4 AECOPD fERt B M TRL, W—MeE il FiThRE. A0, LI =4ER. A
Wb NHELZMIS. RRROPMZINE logistic [81H0 M40 05 488 5H i COPD
H R E AR PSR R

258 1. AECOPD ¥ 2 [ BEAE —FAE BL ik B S5 40 g R PERI 41 Ceosinophil, EOS) . #&
IRFR A FHAETRE S (charlson comorbidity index, CCI) . FEWL A ¥ &% (modified Medical British
Research Council, mMRC) fFfEIEAHR: 2. ZREMEIHASH BRIl EOS%22%. CCl. mMRC
TSNS ER AECOPD fE ke & AL fEf KR 3. MM EOS%22%. CCl. mMRC =
ANMERIRZE M ROC LR TR E 2 E N E A AECOPD {3 [ &3 HI I BT [ 1 RN 67.4%,
N 52.7%, M4 R 0.668.

g SN I EOS%22%. CCl. mMRC 2512 AECOPD 8 i % i = A B AL G K R 2 .

I SRS 145 50 4 R T A0 18 4 PR 28 14 b fos 1 N EE 54
EERFRTHRNYE

WRIEAR SET
EUNS PN UL iR

H i 2019 GOLD 57448 Al #h JE I vg BR PE ki 4 e (EQS) HH1E A R BN b 1z ok =
(ICS) sz NBEMEY L 8 R, AL AFRSNE L EOS 7K1 P [H 2 Y fifi o5 S i = 1
(AECOPD) H#HHIImARKE &, KT EOS Tl 4 B R I0 97 B S N .

FiE AN 20184 1 H 1 HE 6 H 30 HEH KR =M@ 5 — BB Pk 5 i S0RE Be 2= BT B
—izWi v AECOPD FH-HERR HARL T ZI6IT IR RGN A EAIHE . ABLREH 4 S8R

TENME S B (101 B , DIABTES —RILE M+ EOS Horth (EOS%) 4 AW,

EOS22%~ EOS 41 (68 1) , EOS<2%Adk EOS 41 (33 #) , XfHEPid B EH G REF . 4
S0 52 TR VR TT RS o

58 EOS 4l 59F EOS HLE, FH 4t Eorn R4 e i 43 LR (P=0.032, P=0.03) , fiiH
4G WER BT MR AL (30.3% vs 51.47%, P=0.045) . fEPEY] (P=0.94) . &R
(P=0.704) . BMI (P=0.76) . W MHIRA (P=0.465) . HEEFZAMMEL (P=0.45) . AF
mmRC ¥4 (P=0.945) . FEVI L¥ilit{E% (P=0.607) . DLCO(s) /5 Tiit1E% (P=0.673) . I
W IR (P=0.899) AL A1 2R LG5 m L. NHA S M ETfE EOS ik
EOS 4% %5 (3.6 X VS 5.6 K, P=0.014) , {HfEFikf[a] (EOS 4H 9.6 X, 4E EOS 4 8.7 X) 1Y
ZRrILGiFE X (P=0.310) . EOS A H A HHES RKMEHAHAEMEN (P=0.9) | Fig
(P=1.0) . BMI (P=0.59) . WHIRE (P=1.0) . EEFEAMMELR (P=0.45) . AP mmRC ¥
7y (P=0.95) . FEVI 57filti% (P=0.804) . DLCO(S) & il fti% (P=0.180) . WI FEMPIRA
(P=0.07) FMEFERTE (10.4 K VS 8.4 K, P=0.165) X [A|ZERT 4155 Y.

S5 I PR T 1 s 0T A 0 1 A L R S v 4 SRR T R RN R — B E N
1§
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ESERYREX LW RA SR EM
KRS RS

FEaE T RANR 2
1.2 BRI R e BB bR
2.2 BRI Jm e L BE e

H I AR KM SR T AR b (X 2 S B N K A5 e T it 18 e L 2 1 s K8 3 i o
R S 9E R - 1) 2@ M sg i 7 vk 2 U ORI BE K B st 12, Re K HEAE R E R, &R
GOLD #rift B RS W 02 BEI ) B W S () 5 3 BRI () B =N O — /DS A, it 1
o MEAR G TIRER M ) SR TR RN . BEAN R HEAT S B R R kD% . B IOk e
Hic & K 5 A 2545 . BT $dE R #A Y041, Spearsman #AIKL 24T PM2.5 HI\) %
S, KT XS5 (generalized estimating equations, GEE) , #H3¢20#r 5 £ 7t [\l 443 # 2%
THEGHBEAN =S =R AQL. PM2.5 IR EEFIGIGE . I 48 4845 5 HE IR VP20 25 % T8 A 1)
KFRo FRZEEE R FRAZ ST

R Lt 46 1) COPD SEpkibtivh. SEsgm . KIMESH PEF 55 PM2.5. NO2. CO %5 H
PEWRE A M, PM2.5 404850 ok B H S E AR N EH P E 5 %4 0.0089,
0.0087; 5 AQI. S fiE. PM10. 03. SO2 JL*(P {4>0.05). #t—&xf 5k (PEF) &
FHRME R LIS SR IR EOHAT Z e A R B 7EHAB R RAE LT, PM2.5 - FR 50
1 Hf7, PEFE R 1.35ml/min. 18 PEs2mamt 7k Bt Dhae e bn 5 5 =[5 S oA %, COPD
JEREE PM2.5. PM10. SO2. CO ##8%&% PM2.5. PM10. SO2. CO. NO2 H¥EHIE
Ko MAIEHETFH LA, 5 AP SERI5 4 My B K. ZoaHEEEKH PM2.5 fafif i
o1 BfE, IL-4 #9500 5.39 pg/ml, IL-5 340 0.52 pg/ml; PM10 #E¥cEEn 1 867, 1L-4 B
17.38pg/ml, IL-5 #hn 0.88pg/ml; AQI &I 1 #Ar, IL-4 0 1.5pg/ml , IL-5 /0 0.44
pa/m.

GER RIS Y TC R A SV RN I A 15 2N ) o A BH ZE MR R AT R . A5 PM2.5 BT 5
. COPD M IERE N %, BEARRMEE R S35 Y& 4155 %F COPD 35 il T RE+a b 1 B R AH O
P, (R HAERES S PM2.5. PM10 & SO2. CO fx. WS4 COPD &AEHEhrtd
K

FE 13RI 18 BE A B i B IR R S SR R B RN

fLH
H ] R AR K S B S e o B

B RS S A4 B0 1 BEL 0 S8 S I8 e SR AT D MR M 2 358 o B P R

JivE GREERAL 90 I M e SR MR TN B, KT O BBENL > AL (45 i) AN
XL (45 B, XHRAHEAT H A BT, M SRALE S R AT B B A St A e
P, HRMAREAELBE 1 ENKEREHEE . BETNRMELNERE. WAL
i S 1 5 e A i B v

SR WABRFEEANKRE. CRMIE LRI RS TmWE A T TRRA (P<
0.01) ; WHEALHELMAINGEIEATTIRE. AWRERVED . BFHEE S T4 (P<0.0D) .
RS W2y, BeiimkMELEZER, iR .

S5 SEARYEG BT B S EAT MR RIS, SRS RN, EAHET LN
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Pl AR & COPD BEBHINgES 47

AR 5kl
L1 2R A S R T I 5 v e

BB AL A % 3k COPD g Il Thas, Nk RIEIT HE KR

Fik L 63 IR IR COPD &, HEFRBERMSE . HrAF ST 0409
Hro I 63 FIHRL PRl I & COPD [fE#5 23 f35i@ 1) COPD 34 M Th REdEAT th i oy
T

g7 PO PR &% COPD EEMRIENIA S BRI, WANMIIGEZE R LS 2
MY (P>0.05) . Bk A COPD H3# 5FiE N COPD B MMThEe b T K, 4
Jitip & COPD 20 FVC. FEV: i filiHE%I BT XA, ZRAERI2EE L (P<0.05) .
S50 TR s K5 3 TR i D BB A7 4 i 1l COPD S8 N ™ H

Rl i £ Filii FF % MEER 1 R 4 f 3 S Y COPD —4

AR
L AR i 1R T PO BT i B

RO A 2B it 48 72 HROW 8 Bl R RN AE P P 0 Ky 2 7 il P 35 B T 5 1S ) DA 2 2R 5% 3% 14 21
YEA N B RIT TN, ARl FE AORE BB 2 BT = AL o g PR ZE M % (COPD) i
YL MhgiA% . IEIH, FREEHIZ —IERML M AR iR IR R g BR PERL AN = R COPD &, Bl
HR .

mPREERE: EBEEZETRM, 60 ¥, Bflfisa. Mthd 18 4, H“MRl. i 9 /"1 2012
2 H 29 HE—RABIBIT. T 2012 45 5 H 11 H S0 R s 2 N &2 witis 7. 1t
Jeis R DR A R I e 2 RN B VRTT . T 2019 4 5 A 13 HIA“Mafe] . k. %% 16
fE, INE 1 A7E+—IRANREIT. Blksh: 1966 & 1967 4, yhilims FoAt A 25 ) Al 1,
1967 “E& 1976 4F, J§)IEH) B AR A T 1977 4E % 1984 4F, il = 4 A B 42 1)
BT, DLETAEMERAE A Ritd. BEAERNIEL, ThRERs, BFHHITIE 8 /M,
TR B M. A ILE 8 . FERWE L 8 &, FERERAWIRYT, Mk, I
PR MIREZERT S 2 4F, TR AN ANFARIGIT. WA 29 4, HIY 20 2. HAFKEF
COPD ¥ 5.

FRIEEESY COPD SHORFRFRBEEMS
StEts R AT RERI R

KW
PPN

B ZRIG M PHZE M2 (COPD) 43 I 7Y W 7 3 25 35 % i JE 61 1E JRd 56 B i A< 4 g
Kt TR FI M o

ik EFARRE 2016 4F 2 H % 2017 4 10 HUA K COPD & ¢ I A i 32 i 5% 100 ], K H 3%
W N, % 50 . XHRAUR A IGYT, fEdkIat b, WERAR A A IE R ESIATT
ELAE PR ALIGARTT 2 I Thft . M35 o FEhR B BOB & A2
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R MEHBEANE. FEVL. FVC. PaO2 /K TFHxTIRAE, PaCO2 KT HxIRAM, 2RAH
Gt X (P<0.05) 5 PIALRRRSIRAEFMIL, %RBELHEEL (P>0.08)

5% TRIIESE S $E5 COPD &I AN s Im AT 20, DAl DhRE AN <o bs,  Hoe etk

B o

FSEFR-BHEEYHEFRERSESIEERE FENO T
EERENY RESME IgE « FEV1, FEV1%EXM4H9

XX 227K L
LT B8 /N R e L UK 27 B e 1= B

B R A0 B -2 1 B ZE 1 it B S 45 5 iE (Asthma and chronic obstructive pulmonary
disease overlap syndrome ACOS) = B AIAz & HANE S — S AL (FENO) /K AR 4k H I IR 55
X, RHEEME IgE. FEVi. FEV1% FIFHRME. J7EE 99N 82 il ACOS St HAZIFS e it
LA, 78 BIMEREFE IXTIEA , 1T FENO. MiDigetuss , idxIflif IgE. FENO. FEVi. FEV1%
{8

R ACOS L SN E I FENO /K1 TR E A 5 ACOS f2sE 4 FENO 7K1 T i 20
; ACOS SME NN 1 K fse B4 B % FENO /K5 FEV:. FEV1% 3J0AHME( >0.05) 5 ACOS &
PEINE IR 2 ] FENO BG5E 5 137 1gE 2 [A147-4F IEAH 2% 2% & ( <0.05).

4518 FENO 1] et ACOS 3 <E RIEE O , 1T LME MG R W27 15 I FR A«

K HEIERIS RNA SH R EBRRME < RitER

P 2% BT
HH R R SR — R B

T L 2F R VTR I TS, dEgRD RNA TR ERE (A F R BsZ 200 . AP A
Z & mRNA, KT KEIEmIDIZEFRR (long non-coding RNA, IncRNA) 5T /> . INcRNA
Tz amT ARG, IS5 2R E A GIES RIS E, BRI IncRNA 5 ZREEAESS,
FERE AL ML B R 2 . ARIBIE A% IncRNA 5IlEERHIX &R, #E—25 TH## IncRNA 1] fg
FENTAR R R FERITER . e R T S g B .

1R MR E AR S H B ERR

T 43
e R X e

B 3 EEBEAIRIGAEER . R, ey, shngtHZE .z (COPD) &
HRZBMEME R (PA) , $EZEEEFX COPD A3 IPA L,

Fiik BB ERHRGE —5) COPD &3 IPA B3, KIEIGASIEIR . A 52 52 R0 S A= M5 7%,
W2 iR T iR

g BHEEW, 72 %, KK, DTBEW. . S8 3 4F, INE 1 R ERARL. Bk X
Jili A R, R TR A B R TR MRS . DR AR WR G, RUR A . ABhA A I H A

WBC 2.46x109/L. NEUT% 70.4%. M CT FE7m XU bk e BRI b . i 26 fifi b2

BN R, iThaEdRr FEVA/FVC 60.42%. FEV1 (5TiitE 20 53.5%. AFiizhr: 181k
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ZEVEMT B SN E B . W AR R T IR R AR AN R, IR, IR ST 37.5°C-
38.2°C, E &M HIER WBC 16.52x109/L. NEUT% 92.7%: G X% 128.1pg/ml. GM X%
0.732ug/L. H&EME CT (B A « B EMMEBER RS EER, P25, Hoa TR [F
B, RREFRIES: 3 K E . RIS 12 PERE ZE I & R 28 Mt s e . & sEpavb
EERERALRRMHUR YL LR BEIRYT, SRR B, BEAMaE DR RSLFEME”, [T2BE 25
CT (K B1-2. K C1-2) : W Emitiz bk, 1 HEHBI/DERKIN, FEMH CT (K D1-
2) + RURIERETRS A RS, AR SR B S, kSR . Akak CUIR“R SR, B AR
CT (¥ E1-2) : £ PR RIL. 97 4 AEE SR CT (B F1-2) « XUl bErpkk A
W e, A i P A 58 AR

2w REVEMMERK (PA) 5 RAT Rz G, 2 th & EmE & 3 Z M EU6E
B, 12FHAT (COPD) RNSIBLEHIFMINEERIN, & IPA RN EZ —. ML &K CIPD &
It IPA FET-H K. IPA Wi 75 B 30 B 80 % 1B 5 OB SRR AR B: 7R P, SERBAEIR 47
TEFEA Z R COPD & 3F IPA S R X . PR 18 BELAT B3 5 a7 RO AME, JEH2
FREPERS M R L, EEMEREAB Y, BEERRAE. FscBE AR, NERSIFMEE
YL, N A A B AT S W .

3R T A 1R PR Bl R B R

7
L) & VIWAVAY /S

MEH IR R AR 2011 4F 3 H 2 2012 4F 10 Wi 18 1tk BH 28 VAl ) &5 150 51, BEL 7> 9L
SRAANNS WAL, AT 46-82 % 2 [6), 551k 94 i, %k 56 ], frik BE # 2/ 2002 48 (kB I
fili 2 iatam ) M2y COPD, H g Gk N 535, e PR o I 9 e 30 P S0 00 DY e, Pz ok s 1%
PR Wi SSOINEE R B 2 AT S I JORE . HERR A L i B SRR S AR R R AL R A
By MR AR A — B DUE W B 2 R A T B

B AT ERAMEE B BIENMRGRE

IR EMER
EiE R B 2GR A B B BR B

1811 PH ZE VL5 (chronic obstructive pulmonary disease, COPD) & —Ffi WL 1) LA 5%
FRCARFAE IR AT AT FIVETT BB, RS2 BRIEEAT R R, Rl — 20 S J SRy it oo AR IRPE R 308 i 1)
WA PRI, BURBMPICRIR . TEARE IR I B h s ah 7 ST TR, 3%
RIUNEFTEENZI, RIE SRR RN EE ZHUEEE TR AE . TR SR B, L
PIThRE RS i S B A ThEE IR . VLR A5 vl LA — e R B, b — Pl 8 75 S FF
16T B3 COPD HINATT M Tl -

63



v AR S 2 B U e FEMS AR B A i s 2 AR 2 WG

1814 P E M b Ew A F A 2T 2P R E R E

777 AL
P X B

BB 34T & G081 [ ZE 1 Bl 5 Bl R I PR AE , S PLE 2 A 25 R, A3 2 R B Xt 28
IR IR IT IR LA 1R 5

T35 AR — 15 15 BE 1 it A I 8 SR, AR SCR S I R RFAE 2 FH 24 R R AT b . 4R
e

SR BE, B 70 %, R, DURIEZEG R 4 9, NE 5 RTZFIFRABE. ABLEA:
AR, OURIFIR ok, AT ) AP S, PR T RS, ORISR, 0 116 IR
15y, 55, OF MR, SIS ORI RREE A, RERHE. WA E:wBC
10.87*10"9/L. N 85.9%. PLT 88*10%9/L; D —%:6.82mg/L; BNP:5310.79pg/ml; & Th:jR &
23.5mol/L JLEF 152umol/L; -C>ALEE:LDH 1900U/L, HBDH 872U/L, CK 360UL, CK-MB 28UIL;
A5 (AW E 3L/min) :PH 7.34 pC02 55 mmHg PO2 67mmHg HC03-29.7mmol/L. «HL
K. FErboshidE, ESMEBE. M CT (B AL-2) XU &AE, LUARE T N3, U
APtz LAGYERHZEERGE 2.1 BUNPRE 3R 45 RB KRR O O IRV, ARt
JE 45T AR B IE S, R THURY . iR, Phg. K. §ESRT. BE AL
TRBZYGTT (SHEIR 1.2) o FFH 15 R HIURH, IR SI7E 37.5-38.5°C. & A
CT (B B1-2) : M, MRy, XU T Ao i B A il i 20 e J5 P il 2 45 mir F in .
BUCOHEZYMER (FER 2) « BEERES 22 REANGE SR EIRE. <8, 2BREHA
ICU, BEF ICU &7 BIRFZM RS, SCRMATHRE AEIRA, A ERLHE E . &
TRERE, RIS, SEMARMERE LS 0% 47, 4 FHE:, #UH, DU
PERTT, BEN ICU G ZATAE ISR 8RTT .

Rational and design of Intravenous NAC Phase Ill China
Clinical Trial (IVNAC-3C).

jie ming qu Wei Tang
Ruijin Hospital Affiliated to Shanghai Jiao Tong University School of Medicine

Rationale Numerous respiratory diseases, including acute and chronic bronchitis, COPD, cystic
fibrosis and bronchiectasis are characterized by increased sputum viscosity and difficulty in
expectoration, often associated with cough. Mucolytic agents are used worldwide for symptomatic
treatment in reducing mucous viscosity. These include N-acetylcysteine (NAC) and ambroxol
hydrochloride.

NAC is a widely known mucolytic agent, which exerts an intense mucolytic-fluidifying action on
mucous and mucopurulent secretions by depolymerizing mucoprotein complexes and nucleic
acids which contribute to the viscosity of sputum. It can also act as a direct antioxidant agent due
to the —SH group and can easily penetrate into cells where it is deacetylated to L-cysteine, thus
supporting the biosynthesis of glutathione.

NAC is already approved in China for oral and aerosol administration for years. However, for
patients with moderate to severe abnormality of mucous viscosity, especially in hospital settings,
the lack of NAC injection is still an important gap in medical practice. This phase Il study has
been approved by CDE as part of development plan and registration study for NAC injection in
China.

Objective The primary objective of this trial is to demonstrate that slow (at least 5 minutes)
intravenous infusion of NAC 600mg twice daily is superior to placebo in change from baseline to
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the end of one week treatment of sputum viscosity score or expectoration difficulty score in adult
Chinese hospitalized patients with respiratory tract diseases and abnormal mucous secretions.
Study design The IVNAC-3C study is a multicenter, randomized, rater- and patient-blind,
placebo- and active-controlled, 3-arm parallel group clinical trial. Male or female adult hospitalized
patients (= 18 years old) with respiratory tract diseases and abnormal mucus secretions (sputum
viscosity score = 2, expectoration difficulty score = 2) such as acute bronchitis, chronic bronchitis
and exacerbations, emphysema, mucoviscidosis, and bronchiectasis will be enrolled. Patients will
be randomized to NAC or ambroxol or placebo in a 1:1:1 ratio.

In active test group (NAC group) , patients will receive NAC intravenous infusion (600mg, twice a
day) for one week (7 days). In active control group (ambroxol group), ambroxol hydrochloride
(30mg, twice a day) will be administered intravenously for one week. AND in placebo group, 0.9%
saline solution (10ml, twice a day) will be administered for one week. Sputum viscosity,
expectoration difficulty, sputum color and cough will be assessed by means of ordinal categorical
4-point scales with O=best and 3=worst.

The primary endpoint is change from baseline to end of one week treatment of mean sputum
viscosity score or mean expectoration difficulty score between NAC and placebo group. Second
endpoints include change from baseline to day 3 of mean viscosity score between NAC and
placebo group, change from baseline to day 3 and end of one week treatment of mean sputum
volume between NAC and placebo group, change from baseline to end of one week treatment of
sputum viscosity score or expectoration difficulty score between NAC and ambroxol group, et al.
A total of 333 patients from about 25 sites will be randomized. The trial will take approximately 8
months.

Results The study will provide objective data on the effects of N-acetylcysteine injection on
abnormal mucus secretion symptoms in patients with respiratory tract diseases.

Identification of relevant variables and construction

of a multidimensional index for predicting
mortality in COPD patients

Limei Xu! Tiaofei Ye! Jiahui Li* Yuhe Hu! Wenhui Xu! Kai Wang* Chunquan Ou? Xin Chen?
1. Zhujiang Hospital, Southern Medical University 2. Southern Medical University

Objective The Body mass index, airflow Obstruction, Dyspnea, and Exercise (BODE) index is a
well-known metric for chronic obstructive pulmonary disease (COPD), but it is inadequate for
predicting mortality. This study proposed a new index that combines inspiratory muscle training
with the BODE index and verified its ability to predict mortality in patients with COPD.

Methods Cox regression identified predictors of mortality, which were then included in the new
index. The receiver operating characteristic (ROC) curve verified the ability of the new index to
predict mortality. The Kaplan-Meier curves compared the survival rates of patients with different
scores on the new index.

Results Among the 326 patients, 48 died during follow-up (1-59 months). Cox regression
showed that the fat-free mass index (FFMI), forced expiratory volume in one second/the predicted
value (FEV1%), modi?ed Medical Research Council (InMRC) score, six-minute—walk test (6MWT)
distance, and maximum inspiratory pressure were predictors of mortality (P<0.05); these
variables were included in the FODEP index. The AUC of the FODEP index (0.860, 95% CI: 95%
Cl: 0.817-0.896) was greater than that of the BODE index (0.778, 95% CI: 0.729-0.822). The
Kaplan-Meier curves suggested that as the FODEP score increased, so did the risk of morality in
patients with COPD. The cumulative survival in the group with the highest FODEP value was
significantly lower than that in the other groups (P<0.01).

Conclusion The FODEP index was more effective than the BODE index at predicting the risk of
mortality in patients with COPD.
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FRE PRSI EEM MR REE R ERE

T
R A EE B

fif 8 A2 7 BELAE 2 A Il 0 0 R R kR RO EROAE T, BT XTI AR A DO RE ISR, AN sm il B B 12
BE T TR 038 O SR TRPIR S, RS SR8 3 DR R P s R PR o B 2B L AR R IR0 I 428 1) X
o MERLEEYTN GUBERIHE AR R R IR AT (e ik R ARAR D RE A IR, A BRI IAAL 1L BRI T
R ATl HL R RE S AN R 2 S 4 Uy T e S B, WA A D i A O PR PR, B2
TR B A7, oA A R AR 5< IR A I R DR T A R R AR AR A AL AL b, BRI R R

s AR B P A T R R A B LI MIRCR, 25 IR I ER A B B bt — A
BB ARG AR R T A ASCHRIR MRS S BRI S A S . il RS B BUIR, e 242
A 2R IS 5 6 TR 2R e e R i B SR 47 BELAE il D) ek Ok B R AR S RRERICR, It b i
U . EBE KRB SR TE, X B I Rk B e 2t 1

BEERS5T PM2.5 BRRE LRERRELNEE

BTCHE SHBUA FERELE BN
AR LR B

H i W5 B PM2.5 5 508 7 R 78 A FE R I E

Jrig PM2.5 Bk [ HoAth 24— R 08 R S, ISR S AR LRI Western Blot
FEE A R AR5 T (P62 1 LC3-I/I1) ARk DL R b R Fa 78 5 7 o &4 CE-
cadherin i Vimentin) 17254k

ZEB PM2.5 HOfIl S, OB R 4R P62, LC3-Il. Vimentin J1&, E-cadherin %1%, 4
FEANAR., Hin TR FmgE. PM2.5 Ba B WS 7 FIRE R ILFERIEE, B PM2.5 Sl
A8 F RN P62, Vimentin [k, LC3-ll. E-cadherin & . PM2.5 B4 E W06 571
LY294002 JL[EHIEE, B PM2.5 FEAMURIEN <l FE4HEN P62, Vimentin Ff&, LC3-Il. E-
cadherin P&{%.

g5 PM2.5 G301 H RIS E T A0S B A e i A

ABRTHNHAEREREMSHE Th1/Th17
HEFRERRE

HROEEE T RN 2 A K ER K
LM WH - ANRER 238 LERREI R BB

H B VLS 4155 20 R 500 255 3 G Ml U R /N SR A& 1. BALFS iliZHEZ Th/Thl7 4ufFE 13&
IR, ARG R B IR P AR

J7vE SPF 4 balblc /NREENL AIUANH, SEXEA (A4 , A (B 4 , AFRTYH
(CH) MAFERIRITH (D4 , FAH% 10 X, B 4 D AL THHE 24 /N RIS
B, CHME 20 HHFIR% T4 5K (80mg/kg) #EH WiBhiG T3 4 Fl; D A 25 FIFURZ T4
FHz (80mglkg) HEBTMIIGITIE 4 J, SREAEEA /N, BGH/ANRANE I, RS, Mg
21, HE HE QM8 & A/ R B, S AR MU ZH 23 IFN-y. IL-17 BRIE TGO
ELISA faill % 20 IFN-y. IL-17 ZHJf0 A ¥ ()R ik; PCR tudll Thl/Thl7 #% %K F T-bet 5
RORYtMRNA [ .
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G5B HE SR B S R 24 /N BRI 2R BB R S e AR, 40 TS S
WA AR, SR R TR b, MRS E A IFN-y. IL-17 FHTE
MPE B 2, AEEIBIT RARECT R, EE TR R4 (P<0.05) ; ELISA K45
B SxRAT B RTBTA LR, HAHANEIM . BALF AMZH 44 IFN-y. IL-17 ik 51
. AEEIRITIE TR, A4 TAR T BEZH (P<0.05) ;PCR Z55.: SxIMAHAMEL, HER2H iz
21 T-bet 5 RORYtmRNA FI/KFIHEM L, a4FXTE N, B0 T34 (P<0.05)

58 Th1/Th17 4R 3L 2 5t R0, 205 2T A Yl A= i i s 4ORE S 2, 7] g Al
NS AT Tha/Tha7 K F2RIEKT T R IEST R RN, (5 EARNLHIA Rt — SR AT

5

?’L;o

i B 76 S A 1R PR B AR R A B e AR Th RERY 2 M

SOLAE L2 JEPIAE T F AR 3
LA BERE 2.8 P BE 25 RS2 ISR A LR R B 3. P B 25 KA B 4 = R B

B i a0 1g v FH ZE M it i (COPD) S e i BREE H A (IgA) « EBkEN G
(gG) .« HIEFREH (gM) K T HREMIVEE CD3. CD4. CD8 54K % ys hRE bR &M, 18
T P R 45 VA 7 1 1k BE 4 Bt R s T RE IR R

J7i% UL COPD &3 60 BIfENANIEmG], FEHL NPHE: XTHRA (FEEREIRT) SiHra (0
=5 FE T+ rUYRTE SR AL S, B 30 #il. KEIYEITRTE 1gA. 1gG. IgM. CD3.
CD4. CD8 fifli. A SPSS23.0 Gl it T ingiit, P<0.05 NZERA Gl Lo
LB VRITIRIRIT 4 IgA. 1gG. IgM. CD3. CD4 4 thhkfetra ik (P<0.05) .

Sh8 VE IR AT R LSRG PR VE ST BE e COPD M3 Sy Thak, HABUF 1 R S A
18,

BERERFATTRAMESMEMERZ hEERS

PR L2 JEPIAE T E AR 3 ORER 4
LA EERE 2.8 B2 25 K MY g Ll B2 e
BHHLPEL R FINE S =R 4L P EE 2GR IR 5 — BB

BB W T 4544 2 h B R BRI 18 B 2 i S 2 rh B YR i

TiiE WA ERIMBE L2 2], WARBITALTT, AN IMIRIE CAF, BF FE 44 & PR R BEiR T 18 B S 1k
INEZ PERIRE.

S5R R RSN 1S BE i S0 S AL G R IS, AR A A I R i sk S S R AR A
PEAG, SIEZ. K. WAEAER, JF USRI TPIEE S, ko OIENE, Bl RGN
B, IS IALH SRR IR T R

S50 442 P BE AR B VG YTIE B S E 2 000 i S Im R SEIME, B STS R
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% R EE SRR M K il i 2 5 18 PR A 42 00

TOOZAY L2 VEPIAE T AR S R4
LA EERE 20 BE 25 KA Mo Ll Hh B2 B
BHHLAHELRFIMEH =R AW EEZ R IR 5 — Bk

BB SE R BRI IGTT 18 L 2 B i) 2 R 56

T R ERMEE 2 2], R IMALTT, R B FONAR « A5 AL AR MBS b
T VAT IE -GS, SRMT R BB IR T 18 L P ZEVERT O (1 AR 2206, I P SR 28

SR RRBIV R AL iR 7 e ot B ZE VR i) L Em AL, oK . R AR
FE, Ab L GEREL ANE DIERIETRSY T B, IR EAR R e, W RS B I MLk
A AR A ot TR ANEVEIHTIRYTY, IR R .

G598 R BEHT IR IS L2 il JR VA 18 12 BELZE A B s IO 22 B0 48 R I R SE T, R 5

=

2 o

PR ELS S AT ISR E S E R AT R AR

SR L2 JEIAE T AR 3
LAl R B
2. WL PR 2 R S A LD BR e 3. P B 25 K I s 45 = R B

BB g g B 45 A e T B B ZEME IR (COPD) Fa e W H B s Thfie K 1/ & -13 [R50
Jrvd R ATHE . BENL. XTI J77%, COPD 3% 60 BIfE RN E], 5 bBIAR, B FHBENL
pRiE B H o A H: WA CPRGEAZ &AMz +PIERGTT) S5 BA ((NEERT) . %
30 Bl XSRS FVHERIRYT 3 A JRIT ABRVEEIRITAL, ARG E Az S MlZ, & H 57,
WRKEIR, 43 2 IREOBR, 3ANAN LI NIEIRBI 0 BITEIRI TR, 167 Rk Thas, W 17
B FF < B TR (FEVApred). 1 2 8hH A0E < B (FEVL)/F IS B (FVC) &k R Te bR 70 HI#E
BITETS WBIT R A E KL 10ml, BRI -30 CARIRARATE LL &S — Kl S P At HE sk kG )
GEERE A IgA. 1gG. IgM, RAMA4IHN e CD3. CD4. CD8, K H Ik G % W b i
(ELISA ¥) MI%E IL-13. W Esa s SPSS23.0 it - r it giit, $s HIE+
PrifEZERR IR, KA ONEWAY HLIRIZ 5 2 i & tAL 56, P<0.05 NZEFA S EE L.

£ COPD HiE it B AFEIHINRET 2 T % (P<0.01) , COPD *{#&4l FEV1. FEV1/FVC 57
ME 2R (P>0.05) , {HIAJ7)5 COPD M %4 FEV1. FEV1/FVC 3%. COPD H&iifdFE A
BEOIL-13 IR BT (P<0.01) , J8J7 /5 COPD B4 504 IL-13 R (P<0.01) , &7 /A
COPD W x4 IL-13 FHEERE . COPD 4 H &K HFE A RZEIIGEW E T %
(P<0.05) , COPD x4 IgA. 1IgG. IgM. CD3. CD4. CD4/CD8 447 i 5 & % &
(P>0.05) , 1fi COPD M &4I%f s ThRedebn A i (P<0.05) ; SXTIAAHL, BIT)E
COPD W54 G Dy ReFabr IR A o3

2% PEEFRITX COPD fae M #H A —wMyr ik, seveoice e thae A iiThae, JEe
SAEH T IL-13 Bk, B — MR IR E SCRINME.
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A study on the value of allergy screening in patients with
chronic respiratory diseases: allergic COPD patients have
lower lung function

Haisheng Hu Baoging Sun
First Affiliated Hospital of Guangzhou Medical University

Objective Approximately 18% patients with chronic obstructive pulmonary disease (COPD) are
atopic. This study aimed to analyze the sensitization characteristics of adult Chinese COPD
patients.

Methods Serum specificity immunoglobulin E (sIgE) of Phadiatop and total immunoglobulin E
(tlgE) levels were measured in 98 COPD patients and 69 patients with other chronic respiratory
disease (CRD).

Results COPD showed the highest rate (32.7%), contrast to other CRDs (29.0%). Phadiatop-
positive rates among GOLD | Il and GOLD Ill IV patients were 27.8% and 37.8%, respectively.
The Phadiatop-positive rate among patients with recurrent exacerbation of COPD was 42.9%.
Atopy was a risk factor for dyspnea (Odds ratio = 1.22; p < 0.05). In addition, the FVC levels were
lower in atopic COPD patients [2.06 L (1.83, 2.61)] than in nonatopic patients [2.63 L (2.10, 3.00)]
(p = 0.033). Optimal scaling analysis revealed a correlation between tiIgE levels and smoking
index (Cronbach’s alpha = 91.1%). Up to 35.0% of GOLD lll or IV patients showed low sIgE and
high tigE.

Conclusion Atopy was associated with COPD pulmonary function. Phadiatop only screens for
sensitivity to common inhalant allergens, whereas tIgE represents the total IgE level in the serum.
We did not exclude COPD patients with more sensitization to uncommon allergens, but we wish
to reconsider the concert of “atopen,” which are substances—not necessarily immunogenic
themselves—that are capable of deliberately directing IgE production. In general, It is necessary
to initially screen the sensitization situation of COPD patients.

REEL 14 A AR 718 1 PR 1 B R s T IR PR A ST R

FH FRE M
IR KT B b

187 B 2 % i 9%9% (Chronic obstructive pulmonary disease,COPD)fii#K A& BELAT, & —Ff i WA
AT LATRBE FA T 0505 . BEE MBS Y E & N D264k, COPD BUp st n, v s A\ ih
A REWT BT RAT R F T Son, RE COPD ¥ AB ik 9990 /i, FER™IE, sk COPD
S, BT RS EDAEERE. LR, Z I IR ERRIERI4If (Eosinophils, EOS) H{EN
COPD &7 FI FE () B A W) 45 F5; GOLD2019 7RI 1 1. EOS =7, ¥ HAE N COPD H#
W NI SRS AR bR N . A ORI EOS 78 COPD HilpRIF FE it B — 255k, MR
B Jfiva 7 FIE HE COPD #4t5% .
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IL-8 & TNF-a 7R AtR 14 M EM AT P RIES(EH

R 3ok JT 2t
WL ARER

H I 4307 1IL-8 K TNF-o 75 12 4 BH ZE P it s 2t n =2 19 54 (AECOPD) & SE 697 TR MR SR A .
Tk EUE BRI AECOPD i3 81 41, NBit KiAyr 1 & Ja FlE A ) i il £ 3 28 5 K7~ IL-
8. TNF-a /K F¥. ABEhf B E AR AE B E 24, o0 LB R 5 B8 10 258 R 7K 8
57 1 BE, WRIEETIT A, A R B SORE R T KT AN R R BA T RIS B RO T
AL -

455 AECOPD Il % 3 R IER T IL-8 /K P T AECOPD | 2% | G WIUREIT IR, 1RIT A
M IL-8. TNF-a /KFBIE FFE, PILHIEITRIGA IL-8. TNF-a /KR & TIRI7 10

590 JME I IL-8. TNF-a 7KFA8H 245 518 11 BH Z& Vit 5 SobE n 2 3 1 VR T -

18 BE i s 28 B S (P IR X R PR B A AR IR B O S B 32

Wik 2E 1R

BT B R B

BB AF 7815 AT 05 5 5 7 FE A A B B G A R R FAIS 1 5 I B2

ik L 2014 4F 1 H ~2017 4 6 H FeBedstif i) 80 118 BT s g WA R seib it &, MRtz sk
JE K 80 1 g 4y A HRAL (n=40) S84 (n=40) . i FRAHHEC& 8 P BRI, B
ARy e, 20k 6 MHPETHUE, RIEEEEIFER (SAS) AHEHFER (SDS) ,
P 2 2H A2 B8 T A 4 5 i A7 ol R B 2

g2 PEinr, 2 4 SAS K SDS LEF N EZE R (P>0.05) 5 ¥HE, WEY SAS K SDS
OHEPE BT A, 2 AxXAEEES (P<0.05) ; WAy = EXT XA, 4
AN 100%5 87.5%, H P MEHAT W EEHEA, 2 Ay HEBEEN T EREE (P
0.05) .

SE18 12 BH At s KB A W PR3 B A PP G A 2 4 38 mT DA B 0t 4 PR AR S5 O B 2, SR
MR

Prevalence and Characteristics of Pain in Patients of
Chronic Obstructive Pulmonary Disease:
a cross-sectional study in china

Wei Cheng Xiaoyun Li Jiaxi Duan Zijing Zhou Aiyuan Zhou Yiyang Zhao Yugin Ceng Yan Chen Shan Cai Ping
Chen
the Second Xiangya Hospital of Central South University

Purpose The purpose of this study was to evaluate the characteristics of pain in patients with
stable chronic obstructive pulmonary disease (COPD) and acute exacerbation of COPD
(AECOPD) in China.

Methods This cross-sectional study was conducted in China from October 24, 2017, to January
11, 2019. A face-to-face interview was conducted to collect data. The Chinese version of the brief
pain inventory (BPI-C) was applied to investigate the pain characteristics in patients with COPD.
Results Of the 901 patients in this study, we included 802 patients (89.0%) with stable
COPD and 99 (11.0%) with AECOPD. According to the BPI-C results, 31.3% of patients reported
pain of AECOPD, compared to 24.3% of stable COPD (P=0.13). The prevalence of pain in
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patients with mild to very severe COPD was 32.9%, 23.9%, 25.2%,and 23.5%,
respectively (P=0.447). The main location of pain was similar between stable COPD and
AECOPD which located primarily in the chest (59.5%, 54.8%) and lower back (19.0%, 25.8%).
Reported pain intensity and pain interference evaluated by the BPI-C were significantly higher in
AECOPD than stable COPD (4.7+2.0 vs 3.6+1.7; P <0.001 and 2.6 (3.3) vs 1.1 (2.6) , P<<0.005,
respectively). COPD patients with BMI (body mass index)=24kg/m? were significantly more likely
to have pain problems than BMI<<24kg/m? (cOR=1.568, c95%CI|=1.132-2.170, P=0.017). The
cOR was 1.891 for the CAT (COPD assessment test) score (>20 vs <20, P<<0.001). After
adjustment, the corresponding odds ratios were 1.568 (a951C=1.132-2.170, P=0.007) and 1.754
(a95IC=1.213-2.536, P=0.003). From the regression analysis, the worst pain intensity measured
by the BPI-C showed mild positive correlations between age (r=0.16, P < 0.05), mMRC
score(r=0.20, P<<0.005), CAT score (r=0.14, P<<0.05), CCQ total score (r=0.18, P<<0.01), and
CCQ function score (r=0.26, P<<0.001) in patients with COPD, while there was no significant
correlation of FEV; and FEV; percentage predicted with pain intensity.

Conclusion Pain was common in patients with both stable COPD and AECOPD. However, we
found no significant differences in prevalence of pain between stable COPD patients and
AECOPD patients. AECOPD patients had a significantly higher pain intensity than stable COPD.
BMI and CAT score were significantly related to the prevalence of pain. COPD patients with
higher age, higher mMRC scores, higher CAT score or higher CCQ total scores may have more
severe pain. Based on the results of this study, we inferred that losing weight or relieving
systemic symptoms may decrease the prevalence or reduce the intensity of pain.

Fe 8l IE FE B S xR 14 A ZE M A i im B & B 3h ISk
P SRREREMAR

BHSA T ANE DRI b oK T RARIR 2
Lop N R F K R B 2ty 2. bRt RH BE B

H B WS T IE Fi SO0 8 1 FH ZE i e 18 332 3l I i b SR I 22 A % 32 Bl i 12 (4D 5270

Tk BENL. B EaxT L ST T, %8 2013 4E 5 A & 2018 4 10 A& AL st iIRH EE R 112
ke B RE A B3 20 ], 55 17 4, & 34, i 64.127.7 X . ZiAE LT 5 M T e shil
Gk, 7 ACHUPHL EREATEES), WM 16 K. 5 FRlEEFE: Wik 0~4, WK 0. &
LRINR, TREPPFRHLSZRR; K 1 5 2: (KSR 7 S ER IR, N S B, MK
1 5K 2 17 IPAP/EPAP 734 18/8cmH20 5 14/4cmH20. Wl 3 5l 4: @3k B aFE
R A B AIPE AL, oAl 3 R S #a(, IPAP/EPAP(14/4cmH20). ik 4 KH
AVAPS-AE 13, (average volume assured pressure support auto-EPAP, AVAPS-AE) : &K
EPAP=8 cmH:0, # /N EPAP=4cmH:0, # < & Kk #& BMI & B, AVAPS L J i & N
3cmH20/min. B NEShIN T8 . 23R s ARV BT 75 IS (8] LA RIS TR S T v T2 o Ts
GEFNEE 105, B 308k, 508 M Ta. Ts Te CRES 1040, 25 2 080 55 3 040
I FOEIRATR . 0. iK% Borg PEr 25 M SR bR AT SE i 200

g8 1. 50K 0 thi, WEK 1. WK 3. WAk 4 IR E R RIEE4E% (p 0.05) , WK 2 1k
SNEIE R E45 (p 0.05) IR 1. 2. 3. 4 (ZEhEEE LIS AL 22 (p 0.05) .
2. Ts B[ CIREES 2 %0 BRI, O, Bk, Borg ¥4, Sl 0 befe, ik 1.
R 3. IR 4 BEFHE (p 0.05) o Ti. Ts+ Ta TelFHIEEGR. 0%, Borg iP5y, SR 0
Ebig, Wik 1~4 WERZEZNL (p 0.05) . 3. 55t 1. 2. 3 Bk, Mk 4 4FiE R 15
BERK, ZRAEEERIT¥EEL (p 0.05) .

g5 fEfe e BN R B2 N RS sl 2R, o) iE @ SR PR 2 i COPD & 1% 35S
12, FEMSRIZ BN f7. (R AMLEE M 51, AVAPS-AE f AT A NI, EAE IR .

71



v AR S 2 B U e FEMS AR B A i s 2 AR 2 WG

FETD A 9 72 i /B R R AR X AECOPD TRBSURAIBTR

AR Ve 1 Pl 3 5 3 Bl 2 THRRGH 3 JEAT 2
LT E H RS A BBt
2. B ZRITAL X BAE RS bl 3R S BE AR 2 I P o B B

B PR ALER S 1 S 23 Wil 98 22 8 928 Vi 1S 4 BH 2E Vit 99 (COPD) J& 38 I B VA U R

JiE [EUEYE BT 2016 4E 9 H A 2017 4F 10 A F4EIX R Be ey v 1184 BH 2 M it e g A e 1 28
HIL 39 4, HAmBOEm A (A 4, DUESRBIEN)22 fl. BREEmAB 4, Mk mpain
R LT ], WHHRAL (C 4, RELEFER) 20 %o BEVF—F, i 3 dE#H AECOPD &
B RAERIERI TR ERERE . JET25. A IRt XSRS % (CAP) .

R EMENERESMRERBIIHER D, AL B HASHRANKHERITEER
(P=0.002) , HFHEZR LG E X (P=0.909) ; 5 AECOPD /Hish 525100, A, B H4l
TEAERERE FHAERH S CHIBHE ST # 2R (P<0.05) , HA, BHARILHEER (fE
Bk P=0.625, “FH{EREH P=0.118) . X-TFARAEMBGAN TR &8 3 AiEB LS it %% 5
(P>0.05) ; BXAEAFEN G KA CAP BRI/ T Raim B i #M (P=0.013) , S5xIH
LI, ANE LTS Rh M 28 7 i Y B R4l CAP k4= (A, B45 C 4xttt, P 19<0.05) .
Z5 COPD B HA I i il 2l AECOPD, 4% ke H . i/ CAP KA.

Il 37 28 % sl 7 1% PR o B B

7
L 195 &V WAVAY /U

IR RE 1 BCIR B I N RHE 2011 4F 3 F & 2012 4F 10 Ysi4 (18 12k BHLZE 12 it () 5 % 150 151,58
Lo RS RS G2 SRR TE 46-82 % 2 [A], B3 1% 94 i, &% 56 fI,Frik a2 2002 £ (18
PEBHZEME 2 a5/ ) BHBRIZ WA COPD, Ho ok Su: i 25 39, I PR 28 50 A 46 307 P HH LIl I e, s
W PR i SN EE R R 2 AT A I SORE . HE R A O i B B LA B SR o e iR AR
FAEWS S PER IR PROER S — M b 0 TG B 5 22 5 A AT bk,

PHETHTE ik B a8 #1877 R R BE L W 2 20 A6 B2 BR2H 45 75 491 0 HR A St — R
P SR 2 AE — M BRI A b St R 4 B B AR RS R

OIRER 12 FH I R SR R R A S R R RAE, R EUER A AR AR, AREEA
RGN R A AN 2 5 B F AR, T REENA RS H X4 5T,
THBRAS RO B A 2118 LT 2055 A RH DG SR, LE B8 T e IR R A R e S mT REFE VA, T Al B IR 1
BINARBTERG B O, BE EEN ARG S VATT . 2.2 — M FE AR 4590 = 10 B I A5, 308 G 0 B B K BT,
Byt G A R R = P S S, BT = N R ORI B R T AT S R R AR
BEZNEERE RN 2, B EMT 80 T8 AR Sk 8 T B B R HE A i 38 I T A
BEMEAHFEER S TSR 2 D —RK NS THEHE RBEEEeSED. Gl
B, m4EER S E, D EKIL ST 2K RN JERRH LR BT 5 (07 75 A B H o O
s 3 2L 0 BEL T £85I S0 B e, 75 R P R R B B FH R b 2B 28 oA R FH 2 S 350 100 s o 2 1
HH B B TR A Il A TS 1l R A T, o R A R BRI A T B BT R N R
o FE BT P B, SR 5 S T, B Bh 45 T A B R B EE N BRSO B B, R BB A A R R AR Ak, N g
WAL 55, 2.3 (RIFNFIRIE @Y 12 FH 53 YE R IR I iy e e B2 R S S s 2,
HL R BN R, 7 N D3 8 202 U B B IE AR A 3 P T H | JRE gk YA B 2 in =95 15,
T i G 0 T s B R N MR T IRR DR RE R I T e e R VR P 2 R FR T R M, A
TARABIEZ . 2.4 FifE WL P I G A dr RIS SR B T A, 5. BUVE N ERT
W AT . TR IR AR AL, 0 B M I B LS 20 B T R AU 0 B T R R IR . R
PR TS DL, 25 R AT 75 H IO 1 s , B B 5 e i L A 46 R, 2.5 T B 1R P A — AR AE
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R AU TUAE, H ARG ML 3 s Ak P % 2H 288 B A, 51 22 A MR8 T RE B i . 12 FELI 28 35 AT VR B0 D 4
I7 BB D5 18 [ i 3 S SEOIR A, AR AR I , AT R i3 9 Pk 52 W PR L — AR 4R 0 ik i < 2 A 45
RIEFERE, ZRAFFSMRMES A CRIKREN 24%-28% 2 1, AME N 1-21/min) FFE{KR &
SRS RT LA R A1) 2 AR 2 AT DA B B 5 B G R 2 A ) B A AR SR T R g Rk A ) A
PR B BN B V69T A AT AT I RE 7 R W% A R SRR IR 5O A O, 9 s AT f
ST AR B ECIRAS O 1% D B SRR T 260, W] 25 REAT ML <, e S IR L. 2.6 Sl Bk g
18 BELA 2 V8 0 75 S 02 R HUR S IG YT N B BN 06 Mk b2 B0R )T 5 AT IR I3 95 24 s e,
16 B 350 B R U AR A M TR G A P 2 B 1y R % AR R R M R ORI O, B R PR
7R RO M R B 2 R A NG SR N PUAE RN R R AT O s i e e e A 1
BHEEG. 3 VTR bR rE B ARt . B RTAT I D REM 2, B ik 3 AT 2B 36 R R 40 I Th R
ZHCRH FEVL il FEVAFVC; ATER SR AR ENVERE TR0, BIANESA HE iR
1~ BERERER S AR B 25 S G LA BRI N 25K 4 G a3, o3 BOkR s AR v T e 4 B0
AbHE R SPSS 13.0 Siit A AT A b 2 THE TURER A t AR, 5 4558 5.1 WAL B E I ThReE i
P P2 R N B J HE e i ()it Dy B 2 50i O 7 A\ Bt i P 2E 26 35 1R G IR 6 22 3 YR 7 e LA 3 1Y)
S OFRPREIRIT A BT (p&It0.05) , HMERA B4 1) FEVL 1 FEVUFVC MGEEIF O TXF
HEZH (p&It;0.05) . 5.2 A3 Ao it O 15 00 W84 AR 3% it 0143 B I T- X B 44, (P <<0.05),
PR S B R AR R RO IR LS A, 6 RS 1S BE S W S R I R TR EN,
RIRF S R AERR ) E A T AT R A R A k2 R R e A, R 5 2 B b A [ ZE i
I M R AE R R AR RS B 5 1 AR R b H B A7 P P R i nZz s in 2, H o 26 24
Ae I ) 0. DL 5 IR 3 R I R, R EUR R I 2N E, R B 2t inE & COPD %k
15 3E I B fE G K 25 .COPD S M Iin 28 B 1) (3 Be i AE R B il 11%, 7™ B8 15 35 A1 AR i 22 4 I IR H
24 DA I i 3 B IR PR TR SRR, Gt L SRR 2 RE s 1E g ) i i COPD i = 2 J N
EAR, 24 N — TEEARE IR N T T 1 Lty 40 1 PR e i % 28 4 B 1) B o A0 AR (1) 4P B8 T2 4
RN EEMREAEARZMMER. B 150 15118 BH i 538 R 7T, 3 14 2 21 Sty e
()47 1 T fi B S SCSE F y fe (I a 1 k S2,  vm FL A T o 2 I PR o 18 BEL A 28 3 1 P BT T
SCE R PR BELE A St o B AP B . TR I SR PR B A ST P S — R AR i
— BRI BRI e R R (e g R AR 1 B E AR T R T R R R

ZFIRMAE AR R ERAREF R IE R

st

BN BRI 56 451 BxP

H B PRI 2 18 BH 2 P i o St R VR BT AE 3 387 /L

FiE EPe M (COPD) 2k ERIE# 132 (55 80, % 52) #, 4k 60~85 % . &
PEPHZEME il (COPD) Atk kVEM#E 132 (B 80, % 52) fi, 4 60~85 %, 2 NAFIFLL
72 i, WHEEL 60 7, KA T 02, ImlEyL. TG, 1EZAbRIAYT, JEUEALAE I IERE EoR
FZEUMNDRRE ST R ZEMHEE.

S8 PRI SR 30 41, H R 3841, TR 4], SRR 94.4%; XL R 14 B4 &% 36 i,
ToRL 14 %, B R 78.79%.

50 IBIEIEIEEE P, SR E AR KR, R ERE . LRI E
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HRENZBXRIGKRE LI LR

FEXRIE VFEME 25N PVESE R
FHgE AT X O BE RS, R B RS RATT IR R 2 b A2 T K 2 B 2 e Y o FA YT B e

B LA R ) AR s 55 8 R I R S5 AL 250t B it (R R AL e iR I 22 5%
Tk RAFAT ORI FE, /0 =M s 1 E MR a. by ¢ LXMW ZE A% al. bl cl ik
ITHCNTH A, 4 v aal 4. bbl 4H. ccl 4. abl 4. acl 4H. bal 4. bcl 4H. cal #H. cbl 4.
X HCA BT X FLZE A 0.9% S ALANTE: S 4ml F1 10ml (I ZALINE] . R 8. PR ZER.
g 110ml A K FS VA A L FAN iR K 48.70£1.12 /80 HILTE abl 41, ZA{Lf(A]
e 27.31+1.30 7B HHILAE bbl 4 FRARERZEZ 0.96+0.16ml HILFE aal H, HkR=EHD
0.42+0.12ml HIALE cbl 4; FHFEIFRES 0.33 (0.32, 0.34) mimin HIE bbl 4H, &I
0.19 (0.19, 0.20) ml/min HILE abl 4. DL E45RIHFAEREZER (P<0.05) . 2.aal. bbl.
ccl =4 Aml A B EKFZMNE FepE. FHFAENHTFS 10ml fHL. 3.aal. bbl. ccl =
H 10ml 5 Aml A=K B E R AR, aal Al ccl 4 4ml A EWE T 10ml B4 E; bbl
H aml AR BT 10ml ki g, ZRAFEE (P<0.05) .

50 LA 1 55 AL J R 55 88 25 AL R RIBR AR B 28 RO, IR LN N AR R 9T NOEFR A iE 1 55
R LKA EZ A 2 5 ZH R EMELRE, DR R I ROR; 3.8 KNA(E
AR Z B Z AR R ) iR E. BRREASERESE, [FTIhRERE.

SeERPRAMSERSEMEERENZFFEMNR

SR L 2 PR 12 ZRERER 2 R Bk 2 BAEDT L
LEBERZFMRELERALR 2.8 BRI R B2 B

H B 12 P ZE PR (RIAR N2 D A0SO BEmG CTETRRIEERG ) A2 NP RS 2 E M, e
WP N AL 2iA AR PG R 45 & P R R = E R SRR R B A . L4k, BT GOLD K
GINA [, X FH SO R GE, (B2, XX 29 N R BIRIREHIE 2 5 A I
A, HETGHkIE.

MRS 5% AW SO R E > H, RHEIE 2013-12-31 & 2018-12-31. RAMERUH R R R4,
Fo BRI 7 A GmtD, A4S ZR 18 P BH 2 14 s (1 5 dmtD J44.900, J44.100 FISZ K& BERG J45.903.
JA5.900; F3 A 2R H B2 Wi 110 265 — 12 W DAy L R0 2 By P399 )7

GERL YR NERE I ) 199 B, SFHIERN 64.93 %, Hrh B 105 41, 5 72.76%; &R
A 486 B, “FHERAN 73.04%, HA B 398 ], K 81.89%. MINKIFRE, BEmm A\ )
v 11448.89 i, 12FHMiN 12955.66 Ju, TN AEFL 2 (P<0.003) . HAFHEMA
{3885 73l 1669.92 JT. 1522.73 Ju, AREELRSCATEEN 3192.56 Ju (27.88%) ; 2123.90
JG, 2200.75 JG, AEEMSATEFN 4324.65 JT (33.38%) . “PHIEREAECH 8.95 KA1 10.19%
(P<0.001) . #ZEEIT 3347 0RE, BEmdm A B % AT iy 16.08% (32/199) , 1&[H
Jitigs N B S AT LN 2.88% (14/486)

250 R TR E L GOLD ARG & HE Y GINA ¥ CHEATIE 20 4, 3G Atk nE F L%
N, SEMES AR SN 30% A . Inanfa e B, Job S0 N EE 2 X S8 5
N E WS iz —.
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ZF S EMMRR SN L FRIRIEIAEN S

P

L) & VIWAVAY U

B B R0 2 18 M BH 28 1 il s 2 R AR IPEAE S 27 28

FiE RS ERHZE M (COPD) 2 RAEMI S 132 (5 80, %« 52) i, % 60~85 % . &
PEPHZEPE P (COPD) Atk kVEM# 132 (5 80, % 52) fi, 4E# 60~85 %, 2 NAHIFL
72 i, &L 60 7, 45T 02, ¥EHlEYL. RPN IEREAIEIRTT, AEIFALAE IR R
FZUBMNDIR R AT, 2L HEE .

SR PRAEH SR 30 41, R 3841, TR 4], BAENE 94.4%; XA E A 14 B4 &% 36 i,
ToRE 145, BAE R 78.79%.

G50 BEIEIE R P T, RE AR ACR, R EERE R, E K.

KHAERED RNA 7ER MR E M A ER P R B R

iR RARE B I ER A4S
TN BRI R P W% A R 7 e P PR [ o B s S B =

121 FHZEPENTZR (COPD) & —Fi WL DARE S S 52 FR VR 14 m S0 AIyG 97 B0, 7EN
BRI R, BUREE, PORMIHEMNTE 2. RErIEEMREY, FE 40 2L EAREH
it i) S0 R B AR RT Y 8.2% L FH 2 13.7%, 20 % DL AR R R A 8.6%. COPD HIAk4. KiE
R—NZRELFEERNE IR, BRI RE. SN, [IERERBE, HEERS I E
A AN B A

KHEAEHAS RNA (LncRNA) & —RE R AKERT 200nt HARGHRmIGE R IH RNA. 1%
WEFCIESE, LncRNA 257 %08 A4 BRI ISR, BREAN B #AE. IHiGsHE
5T, HHSEBMREREEDIMEG. &L UER, BeRBEZ R A, /£ COPD &
hWIEEHE — e E R EKIAN LncRNA, ©# LncRNA COPDAl. MEG3. TUG1l. MIR155HG.
ENST00000548657 2, iX#i4> LncRNA 5 COPD H &G HLEI 2 YA 5%, 728 338 M s
LncRNA ¥ 7FHLi) [ IR 15 BEL R A i AL, e BRI AR Bl A2 va SR (B S e, SO K
N HLE bR SRR A TT R A
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CRP/ALB. NLR. PLR ¥ AECOPD &H LEHFIEWHR

Weal S ZEMAE S
I KB Bt

HE K5 C-kRMEH/AEH (CRP/IALB) YR/ AR L (NLRD  IL/Mi/ibk B2 40
B LEE (PLR) 1% 4 FH 2€ 4 il < S i in #E #1 ( Acute exacerbation of chronic obstructive
pulmonary disease, AECOPD) & /o3 B35 T [ VP Al A 8

JrvE BENLIEFE 146 ] AECOPD &if0H B, 4 NIET- A (n=52) RAFEH (n=94) , &iilH
{ERE AR i w1 CRP. #I4f ALB. f ey HH P RLAH B TH 0 S0 Rk EL 40 e . ifn /AR 1%, PCT. NT-
ProBNP 24848, [HEifE 20 # CRP/ALB. NLR. PLR. PCT. NT-ProBNP Z45#r%f AECOPD &
IO 3 FE S T (1) T

SRR WAER . AL IO, AIPIE. EBRRE L ZE RS E L (P>0.05) , T
HOTNEET . NE ICU KRB SEBRERIEZR AR %E X (P<0.05) . 4141 CRP.
CRP/ALB. NLR. PCT. NT-proBNP ¥ & T(FiG4 (P<0.05) , AT 4 ALB WK T 1775
H (P<0.05) , MM PLR WRZER LS IIFE N (P>0.05) . H[HEK logistic [FIH3 MR
CRP/ALB. NT-ProBNP. NLR ] OR {H KT 1, AT EEFE T RS I 5 m R & . ROC 43
M2 Fif, #—45845 K, CRP/ALB N 0.768, ¥ KT CRP (0.757) . ALB (0.716) .
NLR (0.668) . PCT (0.767) . NT-ProBNP (0.723) , fHmAETi{E Ny 2.48, BUKE R 73.1%,
YN 64.9%, P<<0.05; Ec&fekr T, LL CRP/ALB E:4 NLR K NT-ProBNP HiZk Rl
K, ~40.830, HFEAKERBUE (80.8%) MiFREF (77.7%) , P<0.05.

458 CRP/ALB. NLR T{EN AECOPD 4 003 B35 I 175 ™ B FE B VP4l S BB T2 RS T, T
CRP/ALB. NLR H&ETFmHE, FEEE NT-ProBNP [ BTk, 454 K A5 4 in = ) KU
I LTI T rT Wt , M FRIRAET- %, o B E UG .

1814 L2214 b fom 4 322 s PR B 12 B L R

X1 iy
TEEIL\INERE

B ) PRI i PR R ER A AE A5 1k B ZE P AT 583 rh A LD

TiiE 1BV ZEVE AN 140 GIBENL Sy g4l 70 BRI IRAL . PRALEIIGTT 7N H G BOAETE BT
EAHEL, VYT B AAEE R B B e B B AR S R 55 SR PR ) T N R S B
o

GEIR bk W R AR BT P B R R

S50 180 PH ZE VR T b LAAN 58 42 W] 3 AL 52 R D e PRARFAE AR 18 1R PP IR R R0 « i PR B A
FERRIGABUE LS A AT B — P X% e R B BT 5, RN — M, 5 E R Bt )i /5 2k
TR WBIT. TR PEIETIRS T S B, SRIERE RS i .
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e TR B AR MM E AR X RE PN AR

ZEMG T R e RIG X%
RPN R 25— P B B

@ VERHZEVERR o (TRIFRIEBEHATD 2 A58 PURBOCIR A, REFAZL 1 2r S . 2019
- GOLD firada - il R 52 ot 18 BEL A 25 5 W DR HE i RRER B B i sh i B8 F) i A R RN 9T 5
W o TN R PR K ) BB A, AR R DA o) BBl am ARS s SO LRSS, H TS
T Ml S8 1 3R BRI Pk . B RE R i B BT OSSR, ORI R S A FE ok 1
BRHL. BB R T E RO T ARG G e, BT R R T AT AR T
HUpiE s, i ds. R Esh#RE AT DU RENE NS, HIE o 83 5 B BEAHR mifif fE R
AR AR 32 20 PeA5 N I PR 23 R SREAA AT o BRI IR R IT L o, B RE e 7 S LT I
FIRTHIFAERF G B B B BT B AORKRE, PRSI 1, BCEATERE, AR DIRES, BN
REE W3R HnT WL, B RE A8 LA Xl B R KT A AR I HE SR, A7 R T 18 B
fl R IR AR 2, S B % BEL A 917 963 P 0 P2 35, D) STt i e b T il 1) SEC i

1214 P E M Fb AR M4 %R0 32 B R Y e A 5 4L

ST I AR VKA
JEHOR A = PR

B 12 YEBHZEMEM R (M2 EHT, COPD) i A% & W 28 M Ur flgh & e . ARk i & oKk
Jp3, BT LA GEA% B T BRI A SN 245 6 1 B, AR AR AR KON TR A2 [R] I A7 1 12 BELAT 0 i 285 4%
SR HAZ EAE FINLHIASE, R AR 72 32 TR ) 188 LA A il 465 4% 110 28 ELA'E I 0 S B2 VR S ML
J7¥E 1E Pubmed B IS FHMNG Mighitz, WOH, G5 Gs K e S EAAE R AR R 3L

GER 1. Jiligh % S 5] L vR S P H T i 8 0 0 i 5 A il AP A BRI SR R 2 — o il 5 A2 1 B it
(4] £ 86 IR 2 % 1 L it K6 3 58 o it 5 A% 140998 140 R 2B B R 1K) KUK o &85 A A S (R 1 BEL At £ 3 R BN o
Z PSR . BRI ThEE . B B RGBT

2 iy I T A 7 97 i T g i A B A il P PR B R AR S v B R I AL . IR i T
I EE R B R M2 SRR AR, BEE RO A N S SRR R, M1 R S
WA I BCE M 26% 1K E 84%, M2 T EWE4 M 7% BEK 2 78%. #R1M, 7EL5 %A B K
P E A, BRI M1 BRRAR TN, RER NIERE AR R MO, BRI RE
W1, EWEgfiLl M2 B ERR Y TE, R BRI R ML Sy . SR OC T8 BT & 5 i 45
A% 11 5 g A4 R A A LR T o

3. g% Wi &It COPD B3 CDA+T LAl filigh % 5k (p=0.02) FHH4E COPD & L
2 5% (p=0.382) , H=4HMNEALL, CDA+T 4] BT (P<0.001) , CD8+T 4y
S (P<0.001) , CD4+/CD8+EU{E A B A (P<0.001) . #&/x CD4+T 4iJfif) FB#(E COPD
B H B G A% (1) g% HR R B SCEEH

4. MMPs & — M &8 E AKBEE R, WEWRASRIER MMPs (Fl41 MMP1. MMP9 f1
MMPL2)  Jifi =i f Jii 52 Jof P e 0 AR s 25 A% 098 2 IR RO T )l 5 DD AE DG . 4R H AT IF& WLEI7E COPD
EH MRS MMPs 20 W AR SCIIRFFE . DRI, il VR4 i 20 34 1) MMPs A g2
COPD A I Jili £ 4% 73 o Fiti i A 1 26 BN 40 o

S5 1 BH M AN il 45 4% A8 AR I 70 215 2R ER 2 10 007, B8 2 (4R R % 1A 1 ML BT 72 2 R
Ktk % F AN ML ) Thae AL R Y, T 4iEr) s R N & MMPs #1704, S COPD & il
SEAZ B IR YT RN LR R AR
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R 5N R T = S AL BR BRIGTT B RA 1S 14 BE 4
RS E iR s

BRAL 45
R LR B

B R0 1 BRI AR SN T AT — A BRI BRI 77 B U108 28 L 28 i S8 i 7 LR 5 4 B 2
B

TivE 1 B AA S B AT — SR BRI BRI 7T 28 AR 1 A1 L 28 1P i 1) 5 40 300 N ok BB N XU
ECMO &%, fERIMAESTRENFRMET, BEGRTIRIES, FFEEAT IR IRk, 721
A5 2 ICU $ L4 PHFIRIVIE S S B, DASR i JE o (iR 2R

G5R 1 RN AT — S A BIE BR IR YT 28 A YNNG 1 S 28 4k T 1) R85 72 SR L S IR PR MR
R, AR Y BRI R, e NI b B R R T

S50 N A BT AT DR R — SRR I AT CLEE AR R RO L N BT ThRE B, AT Dl REAS 2K
G e T

B ESMRR A H BN SEMEtER
10 Bllls R4S = 574

EEW FAR
M K2 — I B S e

B g8 ik P ZE MR (TRIARIBBEIN ) & FA8 B A& Il ih 295 (ABPA) [ IR KR
A PUAR R W2 WA R AT .

Fig UM 7O MRS — B EE B 2015 4E 9 A & 2018 4F 9 A Bkl se B Hifis Mg &
I ABPA [1] 10 #il B 3 IG R Tk

g8 10 B2 FE &I ABPA 39,55 8 4, & 24, “FI4FEEY N (58.88111.64) %, FELI
W RZPR L SN EEIGIARR I . 8 B AW s, BT RE s PHEE M@ S ThRE RS, TANSCR
By 5KFE FEVLFVC P4k (58.53+4.68) %, S CT BonASFREEE I, 55 618 B
ZWibrdE; 8 FINEFRIERI L HE TR, TN (1.30+0.58) x10%L; 8 {iINEm i 4 i b 71 T
s PN (16.08+7.20) 5 10 FlifiG A IgE s, HALECH 4500 1U/mI; 10 i i3 e 55 14 0
M7 IgE BFt i, PN (18.50+12.73) KU/L;10 %47 il 8 5 B d RIS 24 B« B CT R
ZRBEFIRE, O SCREY K. MRS, WS ABPA 2WiksiE. 7 B4 T 0 IRGERMIFABES
LR B AT

g 12BHMA I ABPA TEFRE/D L HIGRERILGR Z 5E 51, 6T 9097 J5 A7) A 32 il 1 15 [l £
H, NERE ABPA TR FHAMS W A& B AR YT v] LA s s s .
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COPD B&EHEM X e Xt 7R 30 B Al ¢ B UM R 5 -
— I —£E BRI R IR I8

HEK KAk
IR GRS P J 28 — B B

T 5 19 PR RH 28 1 s 5B SRS R A A R A R f B o R D I R 2 e T R S BUR %
(LR o1 e O P s 5 T 5 B3 X R BT R I S s BRATT i A FL b AT F 7 DA SE i b T A
IS 2 (4] RS o

FvE AT — N I RIS R BE 24T 1 20t YRS TR B R G IR 4E 2R D S O A
Y 22 R 08 1 BH ZE 1 B N E s . FRATIEE T 179 44 fii 48 A A 50 BEALER A, FEh
P44 TN B AE AT R X Zel b o THROEABUREERIHZ I L (ORS) , DAV 1 447810
) 5 M 28 R FR AR o X 43l 98 R it 28 20 1) B 2R AFIE B IR EEFR 2 (24.9 vs 27.5 kg/m2 ,
P 0.008) , W™EMSUIHE CCREYT KRGS 1 BHIFFAEFEVIL |/5RIEfE &L
42.3%%} 47.6%, P 0.003) FIEE LM% (36%%F 20%, P 0.030) . HA&KEiZH ORS (3L
Mg i X e &Ea RN LWL S (OR:6.87; 95%CI1:0.90, 52.26) . <& & %
(OR:4.39[0.25, 78.22]) . LM% (OR:2.91[0.85, 9.99]) . iy i 45 1k / i JiE o 55 4 J5
(OR:2.82[0.15, 53.76]) Mffik/ZHanlkiE. W (5k: 1.94[0.95, 3.97D . MHE X L0
WA FEV HIBRA B ERAAEEE. (P 0.040) . JOEE X 2 L BRGS0 K I 52 /58 i
FEV B FHEAI#EA. (P 0.095) .

SEVe 5 2 95 B AR FEATLA AH OG0 AR 35 X 2RI T4k A BT TR0 0 M [ 2 e i s B 3 D il % X

I o

FEOR & RHP TIPS R ER IR BE LM WE RS

D WA i N
EUN/SE YN SUIEE atR

H B 2 R L R 0 AR IR A B s e R 2K, D RN ) B KT IR
8 B BT B A OCHIF 78 R BUR (1) 8 S SR S5 1k dE

ik KA E RSP A A R ) Wt A G, X 2015~2018 K H HE
PRe TN BRM BRG. Jrdb. Wb HERS 7 A TR 205 4R L R L EE T A SR A

GERL PR L R L6 IR R A 4 (140.72423.90) 4%, AT &R IR sk EEIH
i 7 B AH X LU BRI 4F (t=4.613, P<<0.05) ; MWETE 3 i thih, W EEMNE L E R
(t=1.03, P>0.05) , S&FE&HMEHSCRIENYERE, 1S BAX 84 (1=6.86, t=2.20, 1
P<<0.05) ; MHVPE TE. S AN L8 BEvh-Ril . 12 BEAWBE Ui i 80 K 45 T W ity 26 5 e U4 U
AR PR N B IR 5 s PRI R BT B RIS B 5 i A E s PR R R
S IR A B B B A2 TV e . TARSERR . 240, EERe SR s .

5 WP R X R M85 A B KPR, Tl s R 2 . I sm A e A N VR4S T
B R B AT & B SRR S P L R 0 P A A B KT
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FFIRE M LI A T EFRETERN £ 185% COPD PHISEERMR

Tt Eilg FR
HRBE RSB 5 — PR e

B B R0 IR L R A o 4R R AR U125 COPD % RS ER AR .

FE EHL 2017 4 5 H~2017 4F 7 H 753 =20 SF R BE ik ] RME BE ¥ 97 1) 80 41l COPD i3 #¢ 1
BEALEL 732055 Funt FRAH RIS 4H , o HRAHAT 5 P BE S B, S 2E A T WP L R b L gk 47 o 4%
B R, DR B TR B AR R i B . B R A, B R AN BRI A B 3 M H R
ffiZhee. 6min BATEEES (6MWD) . 12 FHM G A AN (CAT) 0. SRR E
AT RSN EERER (MMRC) 1145y, HEAERE IER (ADL) ¥4,

GER WAEE AR EE . ERE A AREHEMINEREEEERERA R ER XL
(p<0.01) ; WA EHEMIIREILRZ A g2 X (p<0.01) ; W4l 6MWD. CAT. mMRC,
ADL £ RA Gt L (p<0.01 5 p<0.05) .

58 IR PRI L R X ISR COPD W C4ERRE 2, Refs it m B SN E s, s s
PAER, $EmiMtiThae, J A ERERS H], $em B

FEER MR ARk SR M EN AR MERERRTE
EERHEXMESHr&nbsp

a2k
A SR B

BT AIF 70 40 & A0 B PR 20 it 7K ST B8 75 A A 18 1 BEL 2 1 Ff 908 S ek o B B VP 95 1 T R 1)
AV FRHR o
ik EEL 2014.01-2017.12 F & B 0 W 9 BRI 112 Wi S A8 1 BH 2 P il R S o 2
(AECOPD) [ Besl, FEBRIESIIELERZ . Bije . SOEY ok, A& . St
() Jo P it - R % i R TG 92 5 S i D R A B S0 91 o USCERAR DG TR — I L. IRTES A FF 244
i LIS EARAR . FEV1%MiHE. CAT ¥4 R IR 2 & AU BIE S HRARE. ERE
RE IRV HBE 1A P 2N E RS

(1) HRHE N ZHL A 75 A0 LG ER TR R4 il (EOS) 215 >2% Nk, 20~ EOS>2%4H
A EOS<2%M 4., HLHe P4 A] [ it AECOPD 5 175 ™ B A2 FE (45 bR 2 15 Si i 2 = e

(2) WRPEHEIERE T BT E 1 4N S0 KSR IR RG24 (<1 0 FIm R (>1
O . Jext T RS2 F R SV I XU I R R AT e, FRAH — o2 RIZE M Logistic [F])H4y
HrohJE I EOS K& 75 N5 AECOPD i34 T & ik i =5 XU () PRl 2%
G ORHF St B 270 ], HhAME L EOS>2%ZH4 114 5, 4L EOS<2%4HA 156
B IR 223 ], ey AU 2H 47 .

(1) WZHEE (HME I EOSS2%4 K AME I EOS>2%2H) 1 KIizhIkE & W s
ff FIRPIR AL BhE <. CAT W AR RN Z 7B Gt 5 5.

WA E I EOS /KF5 PCT. CRP. NAP. FEV1%TRiHE AT ST, 45 58 Son sk i
EOS /K°F-5 PCT. CRP. NAP. fliThft /s S 5rH5,

(2) % AT Re 5 M 5 2 v n = )RS 1) PR 2R b AT 0ok, R RN R vE . PR Eh ik . AR I
EOS /K-F/& AECOPD &3 F A& S N XS I G R 28, 15 DAZE JR AR XU 20 55 i U 1 9 [R1 38
&=, WP, TakE. b EOS N AR E, M uEZHE Logistic [FIHHT, Z55%
AN I EOS /KA & AECOPD 35 ik SV I E XS I s R 2 (P=0.054) .
518 AME LG TR M AN MR <2% 2H 1 BB 38 RIE I N A, CAT Wi, MiThaeizE, (EReh a8
K, HRIFILEEE . Wz ke AR T sy, B 2 (A PRI LA BRI, B kel A AR L EOS
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JKFRIE N HIW COPD 15 ITE s . {HANE . EOS /K FTEiET AECOPD i ik atkin=E K

mRIFIEBRSSFRES AR COPD AF OE
W IR 3R 8 - BOBUR LB

Bt S RITEE!
VO)i BB e Crp B TR BRI 72 Be R T B2 e )

B % 2 1 B ZE LSl (COPD) A 3F 11 B Nguk 3 ufg /B 5 R A R el <. 7 5@ SRR TT
L

JiE GEEUARE 2015 4 7 F~2018 4E 7 H UG 82 5] COPD & 3 11 BUNEIR FEu5 d s, 20 ) LA
AP PEiES . FRIEAETT, MHMAERER PH. PaO,. PaCO,. MR, L&, G
() UM ] FRRE R WEIRALA ST 28 R AE R 5FET- R,

B Ry 7 K. 1 MHEMWYLESE PH. Pa02 K FETIAITF T, PaCO2 /KFETIGITRT (P 3
<0.05) , HHAEHET PH. PaO2 /KFEEEZR (P> 0.05) ; Ry HBT 7 K. 1 MH
JGHBE N PaCO2 KT RER THF YL (P<0.05) ; VGIT 7 K 1L AHJEWALEFEIFAR 5.0
ACEMRTIEITHT (P $4<0.05) , (HFAMIFLEZE ZR (P >0.05) ; P EERITE IR
i, D, HUMGER S RS R EZE S (P >0.05) [l 4 B G U A 53 K
THFHH (P<0.05) ; WAHEE TR E R WIS & 1R 2 FET A0 L350 B 3%
#Z5 (P #>0.05) .

SE Il 3 Ml SR 7 BB AIGYT COPD & 31 11 AU PR 838 & A5 0 3, i 4 1kl /=< ] 2 K il
SES RVPEIRIR IMCAE, 57 53 S ] Js > QI8 A 8], I R R &5 A S Broin L% FH

FEEX SERMERGTNEEMKSHTERFBEE
& FIEFRAIR AR T

ST A
PUNIERBADY O PYEE B

B B T 27 4SS B il EE et 202 BRI 28 A I P I 2 v £8 3 (14 M7 24 FR AR RIS

TiE PR 2018 45 1 H-2019 4F 1 A B Uia B 120 5 Al 4 & MR v R E R 5, Bl
Lo O EE 2 5T HEZH (60 fil/4H) o WHEZHAZE 52 W FI6 YT, MEALAE & FVE Y7 B ARl b 3G hn2F- 4
XAEGIMREBRIR YT, WA R Ik 2 SH A FE S (PaO2 / FiO2) « M) (WOB) .

BAS NG (Cdyn) FAH OC LI 2238 A o

LR MUK PaO, / FiO. Cdyn /KFREMR T X IE4L, WOB BEK T4l (P <0.05) ;

WAL ) CD11b R PERIgH 5] . sSTREM-1. HMGB-1 /K~F &K TXT B4 (P $<0.05) ; W
2K JAK. PI3K. ERK. JNK. p38. BMK1 ff] mRNA & &8 KT X R4 (P #<0.05) .

GEW AU SR BRIV B AR EORE I 8 G PR S v R YR T R, S — P IR
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A Comparison of Diagnostic Consistency for Asthma-
Chronic Obstructive Pulmonary Disease Overlap and
Clinical Characteristics Study

Wenjing Ye Wen Gu Xiaoming Li Xuejun Guo Fengfeng Han Song Liu
Xinhua Hospital, Shanghai Jiaotong University School of Medicine

Background The diagnostic criteria for asthma-chronic obstructive pulmonary disease overlap
have not been unified. Different studies have used different criteria, and this has led to diagnostic
inconsistencies.

Methods We collected data of patients who were older than 40 years and hospitalised because
of chronic bronchial diseases. One hundred and seventy-one patients were included in this study.
We compared seven different diagnostic criteria, examined their consistency, and analysed
differences among groups classified with each set.

Results The prevalence of ACO ranged between 7.02% and 27.49% depending on the criteria
applied. The patients who met the Soler-Cataluna et al criteria also met the GesePOC criteria.
Rhee has proposed the strictest diagnostic criteria; hence, the number of patients who met these
criteria was the smallest, and those patients also met the diagnostic criteria proposed by the other
studies. We found that applying the different sets of criteria did not lead to the selection of the
same population, while there were no statistical differences in age, disease duration, allergens,
and inflammatory markers.

Conclusions The diagnostic criteria of ACO have not been unified, which hinders the design and
progress of clinical studies that would investigate the ACO phenotypes and underlying
mechanisms.

LM R R E VI3 1R PE b B E £ B RERRNT

L
AP T 5 N R EE e/ M T o 7 R 45 4 B e

B PRI 1 s B 2 I 55 0 1 L 2 A i R 3 A 9 ol B (1) 520 o

Fik EHL 2017 55 1 H & 2018 4F 6 H iz T 3R ERH ZEPE it 3 120 7, BEAL i
HFRIGA S 60 B, XFHAAUREUCE 2, RIGAAE IR BA FIER . WA SR
P 354 e IS 1) 5 GF BU B 4H AR B B R PR IR FE 2L (mMRC VE 43D KON o B OB AT IR
(6MWT) fatniefk, b TAm b, EHEH NN HiiE 3 NMHA. 6 NH 9 DNH AR
T, KT ERE TR RS (SGRQ W43 #HATX I gl Ess 9 N H WA mE Ik
81 I0H B FYMERR R (P<0.05) ; HABEEXTH, WAEE B mMRC PE4 K&
6MWT $EFrt e, WA NEEE N E (P<0.05) . FEEREVINEZER, B4 SGRQ iF/ %
LETHESs, IRA SGRQ P IZHIFEAL, WAL SIS A EXF A B ZE R (P<0.05) . 5
HINHMWAMEIE R BT XA (P<0.05) .

SE RELRVEIN E I 2R e 48 R 08 M FE FE M I e s B AR e i IB), $R AR VE R A, D SRR PR
RE, (EAFIGIRHES
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FELEPE R AR R IR 1B B A B E TR R E RSN

g e
AP T 5 N REE e/ M T o 7 B 45 e B

B B R o S 22 Ml A2 11 £ 5 1 P oL P 0 B 3 2 3 R R PR S

ik EEL 2017 4 1 A% 2018 4 6 Hiti2 T-3BH M2 1 FH & Mkt 835 120 B, ML/ st IR
HARIG S 60 ], SFHAAURECH A HE, RIGALAE IRt LA TR EUIZR. HRPALEET
P A BE I IE) X B 4L AR B A R TR A i B0 (mMRC R4y ) KN o Bl D AT R
(BMWT) fara8k, JHFEE TAm L, EBEEE AR, HEE 3 MA. 6 NH. 9 AN A ARHE
I, KRB FE TR RS (SGRQ W43 #HATXTLL; R midl s 9 M H WA nE R
GER RIS BE T E R A (P<<0.05) ; 5Bl xttt, P4l BB mMRC ¥4 &
BMWT FeFrIE i, R HMEEE NIE (P<<0.05) . FEEFEVIEZELK, XA SGRQ 4
2R, R4 SGRQ 1P/ Bl AR, WALESKE S AR LEHE ZR (P<
0.05) . I 9 /N H WA INE XE BT XA (P<0.05) .

GEWR FIE S T R R VI 5 B 4 1 e L i e R R e R, PR AR TR R, b AR AR
L, ERIERIET

1% BE At B AL Th RERCAR F UM IR R R S VEAG B R

Bli o R4
TR ER AT BB

H B SR8 P ZE s (12 BEIT ) Feoe 10 28 5 AR LID RESAAR 24 o8 B S5 R 28 A VA (A FH 5%
P

Tk ERAE T B R RS2 0 R B PF I 5 fE H10E R 22 B 2 112 BRI AS [R] f Be s B f 3 3% 80 43l
(HR¥E GOLD 7y 2f s 13 N, WHE 29 N, &S 22 A\, WEE 16 N)  {@EIER AL 21 4.
WEERTA N — gk, iR 2 . SEALRThAE . 6MWT A2 CAT ¥4y

g8 1. 12N EE SR EEE MR AR =S5 1R B B IR RE AR S HUR T ih
RAZ LI KIFSIRNIALE (DPEX) SfEFEIER N2 BILEAEREEZR ( P<0.05) , 121
Jiti £ 3 IR L 3 AR B B IR AN/, DPEX K.

2. A GOLD 4 gk (it Ba i 2 WL Th e s A8 =40 be s 12 RN GOLD 7 #iiz-hEEE S
- A IR RES AR SR Tt R 42 I DPEX Wi F M %R ( P<0.05) , BAf
Gt R, B R IR T 240 X DPEX ¥R T8 FE-Hl H g J

3. ERHM B RUIIREsAL = SR S IR IR SR G VPN S HU HE R

(D) BEEESH S5 EMLEE VS (CAT) Z IR IBULEAG 2 BE T it %
/2. DPEX 5 CAT REEZEfFAX (r=-0.327, P<0.05) , CAT PF/r#km, METH i L1k
/N, DPEX # 5.

(2) BGRB8 6 e ATIEE (6MWD) 2 [AIfAI S L IBAILRA 1% 2 BUiR TH
2, DPEX 5 6MWD £ B3 IEHI5% (r=0.286, P<0.05) , 6MWD i4H, MR R L2
/N, DPEX #%.

(3) RG-S H S I I ThRE 2 B A M b BRI AG 2= S BB T i %242 . DPEX
A ffithie 35 FEVL WL B # M%7 ( P>0.05) , 5 FVC. FEV1/Pre%. FEV1/FVC%
Pbig B W # M % (r=0.347,0.274,0.419, P<0.05) , FVC. FEV1/Pre%. FEV1/FVC%{H &k
N, BLE #2428/ . DPEX K.

258 118 FEAT B T B e SR B A A AR, 8 BT i AR U P ZE 2 B 1 4
2 ANFFEEE IS B 8, AR B AN R, St BEL A A8 33 185 VR A R AR B 22 AR
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3. M Pl B A BRI RERL B 2 B S IR SR & VAl A RAF AR SCTE,  mT AR il PR 18 BEL AT 1897 77
BRI R R .

A EHAL i Th 55 #0281k K2 I PR V4 %t 18 PR B 12
REENNE
B B
BB A KB

BB AW B R RIS A ERAL (SEAz BMD Al Th e 7812 BEL A2 W7 A ) S R e e A 2L
F CAT VP & 6 /Bl PAT RIS 5 e I Dh e AR DG PE . B AERIN 12 BH I A= 2 A R B FR A ik
PRI, IRV 12 BE AW 2200 1 982> 8 BEL T £ o S n B vk B B v 1 BEL el R 3 1 A v o
==4

Fik 5 2017 £ 7 A% 2018 4 12 H T HEHIXHI2 (FRAE 45-75 % 2 18] (AN [RI R B 18 BHL A R
EWIEE 72 6, fEPER. FRTTRFE 8, IIhRe RN E . SRR — A A R —
FRZERE, AUFEVET . R, IREIREL WO SRS, BURIRIREOR, BFELEMIMIIEE. 6 BB AT
W CAT WA aill, A BORBATE 2 Ji N 5E .

GERL 1. 72 (5 E S EM T BE ) L

S BMAETIEESE FEVL. FVC. FEV1/Pre% ML LR ZE M ZER (P>0.05) ; 3. EMyAiizh
Bt ¥ FEV1/IFVCY%2 A4 & 3 1 % 53 (P<0.05), Z R H it e X, BIEMZfizhée FEVA/FVC%Ii
TSR ThBE

2. 6 b AT EE B 5 A il Th A 2 T AH S E A«

6 SEPATEE R S iThRE: 6 AR PATRE B, SIAiThAE FEVL/pre ke, 503 IEAHX
(r=0.425,P<0.05) ,ZR7H Fiit2# 5 Lo

3. CAT P43 FISLAT il D Be 2 A AH Ot LA«

CAT P MSIALlThE: CAT W Eilm, 47 FEV1. FVC. FEV1/pre%olfk, 5527t
5%(r=-0.266,-0.354,-0.236,P<0.05), % 74 G i+ 5 L.

g 1. AL Thae R 2 WS BH I S, X T PRS2 I HACHIENAR . ANBERC & AT L AL D) B8
B, IR AT EMLIG D) BeAS 2 LLVPAL B E I Dh e RES, MRIEA A4 R EIR, MG RE K
i BHE I IIREIRAS, AR IZW, ISR WEM I RE A RER B LA DI REE N2 g
BELA 1 B g v, A5 PR BT ik T R DA% 18 3 17 ) 75 124

2. 6 PP ATIAE K CAT VP4 I 5 STAL G DI REIA A 38 BOAH OGN, T PF Al 2 - 18 BH A% e 1
BEWEA EEME, BIRWENTE. EEML. S5sEH, BENRONEAR SN 12 BE fiti & 35
(i i 77 S Thae f e EAR A, PR AL XS BH A BE A MR I . PR FERR, XT3 s L A
g E A EEE X

ETEF—FHEETHN COPD BEEARERE
REN R H & FERIF M

TR

P KA B S 2 e

B R 3 AL T % COPD 3% [ AT FLRE 11 S KE ISR .

Tk ALY IES T THBL, K 80 il COPD {3 i & BEHL 2 J skt AL RSB0 21 75 40 3. xof 4
BT IHIBEAE S, COPD R AL 45 [ PAAE T HE ZH B Sl X s ie 4l g AT e 8l 91 3 MH R
FI — fc i JjE i) %% (20- item General Health Questionnaire, GHQ-20) "1’ 3 73 i W W i 4 ( St
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George ' s Respiratory Questionnaire, SGRQ) "2 m4E A i B [ & 4 BE AE 7 I 3F &8 &
(AHSMSRS) "3 Jf it 1] 25 1 25 2 o0k BB AT VT, U PRAEL i3 (B BRAS B 0 S 9 S &
SR SIHBH AR R NG SRR ST KO RE R AR R BT AR, FIRE R
RE1150r a3 m T4 (3 p<<0.05) .

gt R — RIS TR AR COPD g bish AR BLRE ). PRI AORER A, ok
TR .

H4 R D3 MR E M w8 E R EAELSR
MEFREREIR

ARG
WS ARV R B S B e 5 — = B

181t BHFZE LNl (COPD) & —Fi P EUEE KA S AZ R AT W (pigtEpom . BATHFFM B 1
RVl 4EA 3 D3 X COPD B3 A id i s AN G DI REIAE R » FRATIEH T 63 5] COPD & # AT HEAL
XE GRS, B sl Fo i, sesteH 43 DAk 50,0001U 4E4: % D3, #r4:/)\HE, 2
JEtE AR —, FREEIUASH . o ERES T A R E IR . AT EEE] COPD &% FEV,
FEV1/FVC FLEALM AL REZR (P> 0.05) . {HEAESEKAS, EHAH (P<0.001) Fi/s
A~H (P<0.001) 1) COPD & AiG i mh MBI W& 25, 1 HSLiRHE D RgEE xR D3 A1 H
Ji, COPD HEMWIBALIFALkS:. HATWI LR, ARk 50,0001V 4i4:3 D3 1E8 H &R EH I #h
%7, RefigdtE COPD B A& .

£/ BiPAP Xt COPD & # I BT3B & MRk SR B HR N

ik
R LR A B 28 — PRt

HE K504 H BIPAP FEI AR 4 Bhid S 18 Mk B ZE MRl (COPD) &3 11 RY IR T2 6
RSO B S (17 A S 082, Il R S i BIPAP IR LSS = 4 Bl A 6 97 S it — e T8 B A e
Fiik R, MARE S B = S 5 B B BT S N N AR vE) COPD &5F 11 AU
Wegug ) B 20 %, AHMNH BIPAP FFIRHLEL S BB SIGTT 7 KRG, KA B & X BT 107
W, 2 AIHA ST IR (ONBERTAL. 7 R4 . 44T BIPAP MR RAHEE S, HRIEEN
SIT, &S EBITRISIERIBSIGTT, MR 3 XZ A 20 S 00 IE RS & R 2 4 & ]
My 52 (PR TT K, SRR R 4~6 X, BRAEH 1~2h, WINEE AR . ABE 7 KRG 13N
KIS A4, R W% A AR T R e B i o, [ PSQI &R (VLZEERREAR R EFa 450 X A HE
HR AR LA T VA AT L

g & BIPAP MRV BESIRIT 7 KI5, St &8s 00 LIS #1, EE 1 PSQI
BT RN P P A . N HERS[R), BEARAS (R] . BEARZCR . H AT EE L sk i< PH
. PaO2. PaCO2, ARl E s (P<0.05) ;

58 i BIPAP WA ATUAR 4 B EIR 6 12 1 B ZE MR Bt (COPD) &3 11 B If, 3 38 iR 3 G e
RERFERNRITRR, A RCE B KIS Fehr, oG8 B IEI D RE IR T i, i s
HAERE, BA—2rlmRME I E.
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2003-2016 & EigHipEX R E MR IE TEE 9

i 2 5

i
R K R e i T R R o S ) Bt

B /it i IX 2003-2016 4 FH 28 1 Ml 40 T2 50 AR ka3, it — 0 e A B i
(1) B V6 H T B AR A

Jrige AR i T R DX TR 4 ) TR O R AR R T R 2 B e R R P I, IR R R IRAE T R 2%
E B 5 FR A0 T S IR 3R 55 O L S8 i s 1) i T v X P 8 JR S A 4, X 2003-2016 4F
RELZE 1k s AE TS R (AR A 383 4T 0. SPSS 23.0 B3 IAESE T2 R HEATHER YE 04, Al
F 2010 4 E A DA il N DRk T R 141k, F Joinpoint 4.5.1 AT SHIET R FSE
BUESE (APC)

L5 2003-2016 4= 7 477 X BEL 2 14 it 5 4 (R BB T AR FE T 3 M 2003 4F 69.2/10 J5 % 2
2016 1 51.4/10 /3. {EBHZEMERGERAET - EEF, L 80 X L EZ AN AT, Bt A 2003 4F
) 54.50%3 N % 75.80%. %X 40 & DL EAEE N O, BHEEMEME A R AR T NS R A
PIFAET NN 11.2%, o BH 8 4 il 5 9 AR AR B0 DR 0 12 N 550 o o 288 2 it 075 4 IR BB T2 N 2R
69.7%.

g% LFTiEX 2003-2016 48] HEEME B i st T 80k 2N, FETFERIE TSR, W
e gk e LA R ZE M I R TR A, O mi N B S59R 97

£, BT M T AR R SR

TR EEIAR sKkigA:
KRR E (N R) R

B DAA I 38 s 1 2 AR B Pty AN R SO 08 L ZE 14 il 7 97 (COPD) i 3 A v AR S e E:
PEPRIR EE 6 5, R0 3 I LR 2 5 A7 AE 28 7 LA RO b 22 S 1 3 3o

JiE T 2018 /£ 6 HE 2019 4F 6 A, FEHLILEL COPD a5 HAFBENG Suk R AERA B . AR fid B
K, Bk FiThee. shAKIMFLER, VPAk IR A ™ E AR 2 4 (mMMRC), T 6 2080b
TR, 1235 2 5 sl bk 36 LR -

GEEL NG AP REA . COPD MEREA . IE 3 0 IR ZH I AL B K IR FEAIS (P<0.01); COPD 3% Wiy 55
o I FLERAE T JET R ZEE 40 (P<0.05) ; COPD MR %555 4 b 3 1fn AL R A48 40 JF IE A% (r=0.48,
P<0.05) , Ml SRy EAMEIE (r=-0.06 , P>0.05) Al FEV1%pred 1EAHZ% (r=0.12, P<
0.05) ; EENGAMNFEHGT A IMFLRE T B (P<0.01) , MIEWHAMLLTLR M=% 7; COPD
BE I A mMMRC & T AEPERE4L (P<0.05) ; COPD i LB AT [ wfi 7™ o R B 40 2% A
% (r=-0.59, P<0.05) ; COPD MW EFEsH4 6-MWD #] &/ FAEREEEL] (P<0.05) ;izzhja 4
FUERIE N, oA R v 2H PR Y i BH 2 TR e 4 (P<<0.05)

g0 RS T M FLRR T =5 75 0] LAE R S8 P 3 v 45 9 — MR R b, 12 BEL 838 FLIR 1%
RBR T AMREGE N A 41, B TR R X D B Alr S 2@ shif s ek, R H—ANJE A
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Bt ENMEREHERNS RARER

ek E R
SRR I 2 — e e

HE WEFARKABILE . EHRARMBEW., EIRRESWIE SIS, B3R 3RT %,
B NI RE 52 20 55 7 T SRR 1% BHLZEVE i i & 8 7R A R I FL itk Jg

J5¥E 76 JBI. Web of Science. Cochrane Library. Pubmed. RNAO. NGG. MedSci. 7 E %1
WL 307 YRS ECE P R R G T ME B FEME IR R S R E R A RGNS, fRin 3258
“COPD. chronic obstructive pulmonary disease. emphysema. malnutrition. nutritional status.
nutritional screening. nutrition interventions”, X Al SCHRZEAT B 45 HEFS .

ZR EHRARAZYN COPD HUSHIMILfEFZR. COPD &IFEFRARKIAKM W RESIEM. F
ke BMIL gREL SN ARBPIRES SR DL Z R AR ARG SIFEFRAR, A3 EUE S
DhgeA 2, e gk s LRGN Byt — D RRAK, T E e B AR R L WS H AT
NRS-2002. Z/EA 5 EIRE(FFMI). THRVE FRITE 5 (MNA) . SR SeFAN 12 (BCA) 55 07 12 1Ak
BERETORG, L REE SR AWIRTT . BEBIGRE S M TTESEE AR

gk B SEMTE, A COPD B3 HE FRROLEAT IEBVTAL, 45 T MR B F7 SCRRBIT 7
%, X COPD BEMMIIAE. Bahiif &, AiEmESTT YA, ATLASER)E.

W43 COPD — iR 94

LM APk
WARE BN DA SBNR AT R, IARZE RIS QLR BB

B T @R -5 718 R B ZE PR B R 12 W 1RIT DL,

FriE WS Y Ml 0 1 BH P 5 e AR R sE L R BERL . ARBEE . I2WTIRIT ST
Bl MR B

GEEL 2 G T s, A IR AR A s, RS R Y Bt A A e B SR M O .
Bl 1 ##F 57 %, WIhRECLAEEHKAE): 1 M R AEF(FEVL)L1.07L. FEV1% i H
37.4%. FEV1/H IS E(FVC) A 50%; Wkl 2 B 27 %, MishReCr&srikam): 1 A b
IS B (FEVL)2.24L. FEVA HiiH{E% 50.9%. FEV1/ FVC 63.38%; 2 il i34 76 VA7 i fifi [E] i 15
S SHE G ek BEL S A i S8 R PR VR T

G WM T FECAFERBNBER AR, HE IR B VT R T R 5
Jio

R EMHRRESE THREAREENMRER

I8 HI%
LI E NRERRE (R B ARER 228 — MR B2 o)

H K 18 ERH ZE14: %% (chronic obstructive pulmonary disease, COPD) H R4/ A4 B {5 i)
L, S HBRR R R EEE . FIFRIEYE €M (lower airway bacterial colonization,
LABC) f£ COPD KAEKETHREAHENEMH . AXEIERN LABC £ COPD A AR M H:
B ¥A

JrvE [ 53 BT B A SCIR A E — 25k

G W EoR, 25%~A40%[H A4S M E T 45, 65%~54. 5% At KA BEAEE LABC,
HOTIRE MATH . R SR A R BEER T . W WE AR 2 ML, DIRBIE e,
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FFORFF T IPIRIE AL T IR . COPD 3 HIUER HLH] Z ZIBER, W35 LABC. HrhHEEMN
fak R A HURBG. WSS ZIR . COPD 3% LABC A 3l S RREATAE, 1 Uil
THREBEAT IR T R, 51 SN ST B RPIR AL T R ISR IR ALAR S fiti 28 A AL A3 o W RERI B VA
FE R R R RN, AE AR A UE 8 N B RS, LRYEAR E A N-ZB
P R ) 156 55

SEiR DGR BGRB8 LABC,  [#{Ik COPD S b = XU «

10 B RS SR R 15 3o R 1 B 2B 1 it 9o & S i 3 Bk v F 28 b B Rk
MBI F B AL ThRERIE R EA

THER BRA
TRERR BB

HR L. BRT O R LR e AGORT 1 i L S 11k it 5 95 LA B A 11k L 286 12 fi 3 o & I i 30 ik v T A
(COPD+PAH) iz ik i sh) 115 KA = DhRe IR IR VEAN A B 2. #RiT COPD &3 ifighik & &
B CMRIMESE (AT 5K AZFKRKBOIRE. A=EH0580 S5hEES
¥ 1 MRS B SH s E R (FEVI/FVC%) .« FEV1%TiilfE (FEV%;pred) ; CMRI
MEZHSIRRSH: KIESE (PaO2) Ak —% ik & (PaCO2) 5 6 4447k
B M AR R

J¥E % 2013 £ 10 HZE 2016 4 10 Aghiz T B ERLR SR R B RF R 5 i SRR S BHfIZ N
COPD i 37 %, fT&uiEmE 0shE (TTE) MBIk (PASP) JEH4E PASP 43
IH 2 B F R TEAE PAH ¥ COPD Hi# 4> COPD 41/l COPD+PAH #1. i & — AN %E
R THRERIET . S0, CMRIAEE K 6 min PATRIGER A . XTSI RS0 T4 R L
BT HORAE AT

5B \i%k 37 il COPD ## & 3f PAH 16 #l. COPD 404 2 il TTE 3k15/#) PASP NIEH S %1l
(PASP<40mmHg) ,ifi CMRI &1 mPAP C.E T IE® SR (>25 mmHg) . 5 COPD 4tk
¥, COPD+PAH %1 mPAD%. RVEF H{& ~[% , mPAP. RVMED. RVMES H] &}, 6MWD
WYk > . MM B8, mPAD% 5 FEVW/FVC . FEVi%pred &£ IFE A% (r1=0.538.

P1=0.021, r2=0.448, P2=0.049) ; RVMED 5 PaO, & fifiX (r=-0.581, P=0.015), 5
PaCO, 2 IF#H5% (r=0.592, P=0.014) ;: 6MWD 5 RVEF 2 IiEM%* (r=0.485, P=0.041) ;

6MWD 5 LVEF JTeAH 1 .

250 HIXHT COPD M ki, COPD & PAH B3 LB BT 475K FE A = 5 ifn 0 B0 8 R
B, A= 0N ER BT S, B Kimsh 715 KA QIR S 5 IR M AR A . 2
7~ CMRI A LRSI COPD &2 itizh ik L ifish 775 UL A O D Re 84k, — B HIL PAH, Hfifiz)
Bk ML sh 71% A0 Ihe iz shi /B4 kA
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fo E B &3P IE EMA 3 P AR AL AE 5< B 5 B9 S i

I} 12
LAERANER: 2.5 R 3500 T BB (R % 2 L)

T WF 7 6 2 8 RO X R e PR LA A 28 A2 o

Ttk WHERBE 20 FIHLHGE B FE IR BRI T ORI, K 20 GRS uxt AL (BN Ansiz
W CGEEMED M, X H SR AT R AN FEME . AP S B R, BT R
AP D B H A, D PIALSEIR T H0.  BLAT P PR AT LAE S A 28 e A 4R

GEIR OGS R ZE A L S0 20 7638 FR IR LR S A 46 1) A A2 A1

G510 X AUBH Bl R A SR BV I P /IN I 8 B BE BT L S A R R R A R 3 B
Jith, B X UG AR SR i 2R 2 R AP, ATAT PR

X FBRTS INRGETT e =¥ AECOPD RAFHER &
Fh¢A 4R L B EE RSN

zhen xu Yan Peng
Xinxiang Central Hospital

B R 70225 1R R s B As R AE 1S VEBE ZE MR At SUE I E 4 (AECOPD) 8 #URIE &
it 2H 23 v % 38 8 7 TR

FiE ¥ 79 5] AECOPD HBEBENL NS (n=40) KA (n=39) , 45T PHBFEIRRER
A R P ARP RS LAY, X IR B AL B H A TRURRENFIENE, Bl sEntins T
LA DARZEZIEWOK R, 697 7d. MEEWAEEZITRG I AT EH EIERF . CAT W4,
MMRC 43 %%. R ki g st & A (NE) o 255 E (MUC) 5AC KF. Hid 25k,
I R AR il B S 80U A FE b

S8 GIT IEWA BE S IR RAE R RS AR AR RT B RER, HEGHEBERIT R &
TR BEAEAE RS B o B BAR T3 IRZE (P<0.05) ; WGIT 4L S CAT PR ARG T B
BIEE, HBAHEERITE CAT P HEARTX 4 (P<0.05) ; PALEH AT G IR+
NE 5 MUCSAC /K-PEGEYT AT A & FEAIG, HICEHEERIT %+ NE 5 MUCSAC /K BT
YR (P<0.05) 5 JR¥7 A ES C RMNEH (CRP) « A4t (WBC) %, Hikignigit
B MR LR ALIRI T AT R, HIRT RS 4l CRP. kg vt F. Ak
YHHE o LB BAK T X R 4L (P<0.05) 5 RI7 R BRAALEE — e H IS & (FEVD) . FEVL/
M A E (FVC) A E (Pa0y) WA GITATHEF &, HifiraBkadEH FEVL.
FEV1/FVC. PaO,; & & T X4 (P<0.05) .

gE 2 LA T AT E A SR B AE R AR EE, L HLHI AT RE AP HRG W, kNS OE B
715 ZEXS IR ET G A B8 AECOPD P8 AR B JORE B, G Il T g B i 5 1% T

IEffHi FRINEEVIZR{NIES COPD BEMERE

il
g NN REEFE

B RZ A DD BE NI ZR 00 COPD H# i B IR -

Jrik WA 58 % U EIEIEE R COPD M 70 BRI . HERIITRLAY 70 BIATHY

4, FFEMER FEVL. FVC RIZFHAIEIR % (SGRQ)H 4. Killiis LDH &R TH, W&
(Mb) KBB4 (CKD .
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R WA EHE FEVL. FVC EHEHHEMTRRARE ZR EG5iM¥ER (P<0.05) ;
WAz M LDH (&FETE « PIAaEE (Mb) R IMES (CPK) WHLENZR (<
0.01) .

2530 IEHA T It D BE I 25430 COPD 3 i B 45 A S 25 DU S R 52 o

A ERIRE) FERTAMATT COPD RYlERBIB T4

PGl 12 fLEEH DM 2 A BB 2 R AR 2R A 1
LIHIBER R RS BB 2 MNEREK

PR ZEPERIOR (IR EHATD MG ARG L 2R AYRTT, X2yl g B ZE . R 12 BH A
SUEINE, Bt . R, s AR AR B AL 7O A R BT IR R S . BRI
TR, PR K — 8 LR AT ST Qe R, TR R mT LSO 8 B IR T R BB A0, R
9] 2 1) 78 5 T 240 PR A 5 5 5% Bk 7 L 2 LB e, L L 0 e s S L FH A e o AT S £ i R 2 FH
B E 5 A PURASFDRIE I B 7 b T4 (e 88, P RJir ok MSCO , Il T i
5 B F V5 3 (A8 BEL N B LLBAAT T A R PR, R FEEL AT REALH . ) Fe o T 20 0 BE A A i PR A
[ A it B 1 At

B5E, BATRIER 1 55 2 AN [R] I 1) s (R S8 EL A /) BRORSE 7R o 308 ol 4% B K% il Ty R 225 SR VPl 2 5 B 1)
w3 AMHAIHGIRT, 6 DMHVHIMATRCR . BATHI A FERIE TAM, 220 ™ hg i), A
kAo R A AR/ BAA IR YT, BT R RRAR AT DU LT AR BRI N i JEIL AR RE L i
A5 ISR . HE Je LS i B 15 DL S 3R bn PP T 4RI T ACR - [AINHR SR iR 7T 2%
RIS IEIA R, TN MSC R A iR 7 18 B ) 7] BEA LA o

biEm e LUXRTXEHEAE COPD EFEIFARISEIIKAZE

JARCY AR * VARG 2 B0 3 B RS 4 phAZ 1
1 B S NREEBE Sl e (Ll X dnBEbe) 2. B i IX R E X A iR 55 ol 2
3. bl X ok AL X AR RS R 4 BT Gl XA A X AR R 55 rhL 4R

B V2 BT Sl XA DX 3 AT I P ZE 1 I 0 I AR R s . 12T BT B L, N R
] 78 T 5E 4 X COPD B 4 Mg R A AR 35

ik BmEAeX 11 AMEX, d@2EERIBN, LS ERENEE X AR T COPD 2 if)T
WA, AR £ S % SGRQ. CAT M CCQ ME I MmUAfEifh: 0% AR — &k
FIRRERZR . FPIRAZIE L W L BARGTHiE. That%s, #412 COPD K& H 4TS ™
HEVPY, HTiEW ZIGIT IS0

SR SRR SRR EN 4.89%, H ST EN 7.59%, &T 2t (2.09%) , %
FRHSITEE L (P<0.05) ; COPD FE A 40 Z UL EARE, 40 & DL BB RS BN
8.45% , A B EWEN 1247%, T LM (393%) , AR ERHFRITEE X
(P<0.05) ; KABAEAND 40 B UL ERHRN 15.07%, & T XKV AFEZEEREAR,
e #H N 8.89%, mIK#HE 7.88%, H& ZHINHEZERLLIT¥E N (P>0.05) . 4X AR
COPD #£HWr% 12.35%, H iz E RN 32.07%, =T RAHKX (4.64%) , —HEERE
Gt E L (P<0.05) o WX A+ XA RS W& 9 3 F 59.32% K 57.14%EEHEZ T
COPD [JMIEtbiATY, —HZ LR KZE . HERIER . W, 5 EE B A IER R 5% B E N
X A+ X AHE COPD &R F =, ZRAZIH5E X (P<0.05) .

g% 211Xt X B COPD M RFRIAEE KT, (HSEPREAERF ALTH COPD A% &
FAXIKF, XA AR AL T AV AN [ PE 25 145 2 BEIR AR P R T I R 25 55 . 4RSS TRJM
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KLy COPD HIKAEREREER: Hulw XX ANHE COPD Wiz ZEUK, KA AT
Bl ARZHUEHE RBRIINEIRYT, A0 2] € B 52 % (14X COPD Biyif 5% .

REHASMEMEE P MLR BFIEH

PUKE §2 S N T S
RED NSRSV NP

B /BT AR 7E AR e 108 1 BH ZE PRI e s 8 vh, e ) be Bl B FR b MLR UG ThEE, hfR™
HEEMESMEMEFR TR AT R A S ERLZEME S IOR SN E, AR5 R w2 At 2 m
PkdE, CLE—P4R RIRRIGTT

g RS LR e R 79 BT G A, bR A, ME MR, HRH ROC #hzk
PR MLR I S E S S RE 71, AP E AT A MLR F1 FEVL, FEV1%Z [AI[FR R, 4
S IEFA B FIA R logistic [ JH1F4 MLR £1 CAT LA mMRC SERIED HIK R .

R e e E R, i MLR FURMZHEETCAE S, U4 2t in & XK AUC N
0.583, Fi—4FE = imneE K& AUC 4 0.6, MLR & mMRC JERIES e 5 180 ST G Je e 2%,
PLR 1 CAT ¥¥4r Jo B W AH G

G5 ke W R D, fo e Bl e bR MLR AR ()™ AR A S, A) LTI 2 40—
ERENEMEMER I, (HH T RAE N8 M B ZE M Il 55 1 AW e b it — D R R .

B4R E PR EE IL-6, IL-8, TNF-akES5ZHE
PR B S

R 2 B T A T AhRURG AR S
LR BRI B I ERARICEE R 2. b A8 I R 27 I 27 e B 7 T s e

B B B 7008 1 BH P T 0005 B S0 [R5 S AU R IR 2 23 WA FH 2 TRl A

Tk BN i 58 38 K 2 R 2 Bt B S B AR IR B R R R BELG f8 38 20 51 A R g e ke 10 1, 2
N3, SRl x4 10 . A4l (COPD B+ E4l) 12 6. B 41 (COPD HE -+ HEE4D)

8 i, RAEIM. MR (BALF)  ZAEREAL. KNIME. Mive e b &EH T IL-
6. IL-8. TNF-a /K-, Al 2 E R ZH 23 F R AH G BE Rl Atgs. P62t HEAH G R H P62,

Beclinl. LC3B fj%iA.

LR (1) SxPEEAAMEEL, % IL-6. IL-8 & TNF-a £ A HELESit%E X, B /KT 5
(IL-6 1] P<0.05,IL-8. TNF-a 1] P<0.01) . fiiH#EpEH A 41 IL-6 KFIHEFA S (P<0.05) , B
i IL-6. 1L-8 A2 TNF-a /K FHIE = (IL-6. TNF-a ] P<0.05,IL-8 ff] P <0.001) ; (2) 5x}
FRZHAHLEL, Atgs 78 A ZH. B 41 mRNA FRiA¥EELT XA (P<0.01) , P62 7 A 41, B 4
MRNA KA EH(P<0.01). P62 7£ A. B HAHEHAFRAXEE N (P<0.01). LC3B. Beclinl
£ A. B HEAREHEZEBRMI (LC3B 1) A 4 P<0.05, B 41 P<0.01; Beclinl # A. B 4
P<0.01) ; (3) IiE. Miy@ERBH IL-8 /K5 E R A WE/EH 2 MAMHx (r0,

P<0.01) .

g8 RIEFT IL-6. 1L-8. TNF-a 75124 FH ZE M il (it i R v A B S 36 vy . E A DG JE (R J
T AR 1 FH ZE M 1 3 e i AR SR B R PRI . IL-8 W] R i i) 5 W FH 52 e 1 BEL et
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REMARIKEES HMGB1 RIZHIF M

MHeT AR e S H R
PSR R AEOR 2 55 = Y s B - A 5 R A B e

B A% & T E AR AR A e sh ik B (HPHD) #RUN R A HMGB1 % TDAGS Fikf)
SO 2 98 0 SN I R AR A, e B A 5615 5 i i

Jik 18 2 SD /NN IEH 4 (NC 4))  RE4 . HMGB1 2K T34l HPH A% E(KAEE
EANLAREN BB bk /D R AL, HMGBL £ [H T4 7 e A IE BEEE 10 X (d10. d20) . 3 20
RN BERIKES HMGBL i 8 SCBUE R T4, HFrsk 28 RGN G, BHUME K H R R4 .

RT-PCR il 8 /N i il 4 24 - HMGB-1mRNA %i%;  Western-blot #&ll HMGB-1. TDAGS %
Fik K ERK FEHHKF. ELISA Rl HMGB1. IL-6. IL-1b. TLR4. NF-KB. HIF-1
1% K cAMP R & RIE K.

G HHSH HMGBIMRNA & HMGB1 & . ik HMGB1 FIALE HPH 4% NC 41+
Ak VSR H TLR4A. NF-KB. IL-1b. IL-6 7 HPH ZH%% NC 41 53Kk (P<<0.05), KTk
H HMGB1 mRNA 3Rk & RIEF T T, Fait¥E Lo

58 HPH ' HMGB1 mRNA FIEAREHET &, S5 RIERMN, FE HPH A FrRETI
HMGBL1 3K, JO5E R T8, HPH SO0 B JEE -

KB HPH 51 LPA XA B 4R e E R R R 1T

RELR MHCr hE
S R AR

B 7 s B RS (LPA)YKT N 2 H 41 (EPCs) BHIGITIRENEZh ks [ (HPH) 36 &k 1
o

FE SD KRBENLY K. FENHRAL(NC 4l). AR (HPH 41). W R tH4n i f2 fE 41 (EPCs
W) WL HE IR T+ N B HEL 4N RS 4H (LPA+EPCs 41). 53K EPC 4Hfigjf % & (CD34 [

HHAT LPA Tk ebric EPCs #o4H . MENH J R E i IL-1. IL-21 HMGB1. TLR4. NO . ET-1
M IL-17. IL-21. HMGB1 . TLR4 mRNA f#i%.

B ERH EPCs dHfh A E L IL-1. 1IL-21 HMGB1. TLR4. NO . ET-1 f% IL-17. IL-21.

HMGB1 . TLR4 mRNA &AW ZALT HPH 41 (35 p<0.001) ; JiRERIE HPH 415 bk & e
W N AR TE  SIk A  f9 E BE SR> . LPA+EPCs 4R EiR kL A4 EPC i,

Jiti Jz A8 IR IL-1. 1IL-21 HMGB1. TLR4. NO . ET-1 }% IL-17. IL-21. HMGB1 . TLR4
MRNA {5 LT EPCs 4 (3 p<0.001) ; WEERIEK EPCs 45 M.

28 LPA TACEE n] 3 Mt 5 i 2N EPC &, ik EPC X IL-1. IL-21 HMGB1. TLR4.

NO . ET-1 FI#II/ER, 34500 N R niE RS &, 98> 2 A 3=, a3 1T 2 fge 411 il 31
Fk s R, BABEAER
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microRNA-21 ¥£ COPD IR (8] R#E ¢ P BY{E R #1HR

B Fh2ETE WA

R RS = R B

B 12 1 B 2 P s - R NN SE A I AR IR, R BRI A R N IEE W, 3R
FTATEARE 7 R B R [ i 4k (EMT) AT RESE 5| i/ NVE BB I — AN EEIATT, a9k, W AR
Ak (EndMT) #0AN2& EMT B—FRRERISAY, gy R A Thae kS 5/NVIEEM . KA
LT fift COPD /) B B B AELE EndMT, 45 miR-21 5 EndMT HIk &

FiE @r/N R COPD #71 J miR-21 K% COPD sh¥tsy, FIFH Masson = f{ayftyk, W
I ) L s iR 4 2 AR I s L o P S 0 2 24k 2 Gt I R il AL 00 b o R Al R bR ) (VE-
Cadherin. eNOS. CD31) Fila] iz ZHfiubr &4 (a-SMA. N-Cadherin) FZik A7 B DL KA £k

Ho

LR 1 F M FH T 1) COPD /I R AY 1) i S 4 4 R i AR gt BR AL 3 (P<0.05) ; EndMT #H

KEAKTFRE G BAMEL, RN EFREY VE-Cadherin, eNOS. CD31 Fik/K K%
(P<0.05) Fa)ibrEd a-SMA. N-Cadherin £k /KR % (P<0.05) .

2.miR-21 K mi b5, WEF LD E A EndMT MK E A /K F# COPD 4 ik
(P<0.05) .

258 1. FIWIHEFE S COPD s AEAE EndMT i 72,

2. miR-21 F:AIr R T8 /> COPD /) BRI A & PRl IR SR F AE VAR T AR A sl EndMT T %

M KA IE T HHI NLRP3 RAfE/MERFFE L RE
IR SIERAE

EH R R DIENT BRE RN W
AR RER 58— MR B2 e

HE @it Z WS R A (OVA)ES. C57 /NREERGAT , RATE DM HIZEKFS (DEX) X/
BRI Pty A58 20 <01 2E TR FH LA R A 2 75 S5 40 NLRP3 28 i /IMATE LA K o

T K C57BL/6 MEME/NR EALI N OVA ZE rid Sk e ms AL, B NREENL Y 3 4. XHR
M. RIS . SIS 2malkg DEX BEATVAYT, WFIEZH R AR 2H DLAS AR T ER /KA
B o Ei - A WEE gLt R G A IR EEYE (BALF) W A% ELISA £l BALF
IL-1B AT IL-18 HI& & . 8L HE J PAS YL M fifiZ 23 98 fiE V= A2 BT A il 2L ZORG v 40 Pl 34 A
Western Blotting ¥ lifiliZH2{+ NLRP3. Pro-Caspase-1. Caspasel fl IL-1B K& FHRiE/K T,
31 DEX mH R OVA 731/ RN R IE IR IE . SOE R W S ARG 2 5
BRI LLEE, DEX 1697 5 LI Zl /N BALF R S8 SE A0 MO S B50f 20 281140 IL-1B A IL-18 /K34
23 NP (P<0.05); DEX iR A NLRP3 S8/ IMATENE, 18/ D itigiZi+ Pro-Caspase-1.
Caspase-1 fl IL-1B {15 17 #(P<0.05).

£ 75 OVA 753 1B /N R, DEX ] R /2l i #ii NLRP3 J&RE/IMATE AT 842 i ftE <
T8 JAE M -
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CT EEHMSHASEEEESEHRELMEAREE
FbIhRE B A OFHIER) X REOERSR

el SR BR B
BRI BB AR BB

B @Mt CT w0 5 P il A= P R A= e 3 1 150 7 1 LI S8 07 B A6 3 R i S o)
FHES, DEARMERE, AEMH. S8 BMI FIRRRA (1S BE i S5 b i 25, 35T
CT 2 I 27 15 M [ 2 1 s () 2 F A48

J¥E UL 2018 4F 9 H & 2019 4F 4 H{EE H RS M @R EBEFI R 12 1) 43 212G R, 24
ZEO I E A AL A2 B FEN R NI TR S o X SZARE TR CT 4 e & o b E b = 1
(LAA%. MLD. Percl5) FISJEEEMEEBN (WA%) , [AR 52 MIiGeR &, HEZREN
NEEBERE, iE ol 1SR 2N E S ol 271612« CAT #0. mMRC 14545 B %
Ele AT LSS M e B bR LAA%. MLD. Percl5 IS BEM T BARbE WATE =42k #
FR DL KA []) 7 2R P A A B o i i 22 55, S A 43 W il A ek R A= B 16 JE A U AN R ) 4
. BMI AR GIRAS i 22 5

G5 0" RN A BH T AR 3 10 SO R S TE BE Y R RE R E R T R R IR, R LAA%E &
(P=0.000) , MLD #I Percl5 #fik (P<<0.001, P=0.004) , %5 4. 5. 6 ZZ<iBEN WA%LH &
(P<0.001, P<<0.001, P=0.002) . X}-TA[F=EFEE NS HME%, LAA%. MLD. Percl5
B SIER WAL B2 (P>0.05) , {HFE% 12 BT ™ SR A8 0, il =R A= e B 1
JELFE 18 S B I e sA . WA, Percl5 B BMI [T FE R K (P<<0.05) ,
HLEARRPER . FERARARR S B P EHEZ R (P>0.05) . WAULE a5 R i 21
K (P<0.05) , HIEARFPER]. F#A BMI G 2 57

SEV0 1S RH RN “O” H A5 3 s e N HE R LA B B O I SR A A B BERE 2, R H CT &&=
Jif RS T8 BE S G LR AR BE I AN R M AR, DRI S BMI IR &S R A7 —
2R, RO KRE CT PEs. @M. EAEIHE, FER IR T2 B 512 WA 15 P4k 55
77 ARV B T A (2 BRI 247206

HHFNC 5 NPPV &7 AECOPD 3 I BN EIFTR L

FHRER Mot R
P A B 22 5 2 — Y R e PR 5 1 BERE IR 2

B Mg 8 SEREREN A (humidified high flow nasal cannula, HHFNC) 7661 1F J&iE
<. (non-invasive positive pressure ventilation, NPPV)7E AECOPD Jf IT BUFERERST 2L, PAVEANM R
PE.

Jig %k 2018 4 3 HE 2019 £ 6 A A fE RICU ) AECOPD 3 I #-3E1T HHFNC 5 NPPV A
JTHIERE S 30 B, idsRALEERER . . Glasgow 4. APACHEII ¥4, 003, IEIK.
FHIEKE. PH . PaCO, . PaO, . SpO; (%) Z548ks, RN id & #HE X, HHFNC 5
NPPV J&IT I H] . 28 KIFHLER [ 23 I 7 I& T VEAT

£ 1. HHFNC & NPPV H4L4FER (6913 VS 68+4) . 14 (B/% 14/16 VS15/15). Glasgow
4>+ APACHE Il ¥4 (1526 VS 165) . 0%, M. “FHEIEkIE (MAP) . PH . PaCO; .
PaO, . Sp0. (%) TR EZER, PidlifiT 2 /MRTJG Glasgow ¥4 0. MAP. PH A8k
BILREEZER (P>0.05) , WAGRST GRS, PaO: & SaO. #Er, H HHFNC 4%
NPPV ik R, F4it¥%E% (P<0.05) , HHFNC 4134975 PaCO, LW &3, NPPV
4 PaCO2 I %, H# HHFNC HEF ST %% (P<0.05) , 2. HHFC HEHE % 2/30
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# NPPV 41 1/30 b LR (P>0.05) , 28 KIWILRWHH %R, 1/30 vs 1/30 (P>0.05) ,
PRI TEAS B KA

45 HHFNC # NPPV GEH A 22 AECOPD &3 11 U3 g A A /KT, Dl PEIR AT R HAS
B = PaCO2 /K B S I R, BB S L, A PR e

M. TNF-a-308 EEZ S SEEMSH
G PR =B 18 BE A a9 32 B 1E

SKIETT R FLLM 230k AR 2R ) 5K 5 R0 ot
AL H TR R BB

it

B 2 HTR . TNF-0-308 2 Kl 2 A5 P 7E 2 AR il S0 I PR3 B2 BH W 3 b R B AR HAEH .
Jri WdE 120 #i(ERei2 W COPD WIEAE R0 B3, TR RARYE SClkbniE, RIS VP2 25 S e U
LR GRS MR COPD, H i % COPD60 #], Rl %M COPD60 #l. K&
B B8 1 2 R4 M K gt AT DINA $2 EURM 2 RIS 37 FH X AE 29 A7 7772593 B TNIF-a-308 5 K] 51
THAZ HAER -

GERL S PR R SRS R R R TNF-0-308 J:[K 7 SR AL N GIG. AIG. AIA FE[H
A3 50.0%F1 71.7%. 36.7% £l 25.0%. 13.3%Fl 3.3%, G. A ZEAiEF 20 68.3%F
84.2%. 31.7% Fl 15.8% . Xt 4l & ¥ 347 Hardy-Weinberg V- i & 5 74 4 i 7 7 #i & 4
(P>0.05) ; XA HrE/R, WHE TNF-a-308 3 K 22 25 1 A8 il i il P 22 248 BEL A 5 1 A i
R AR 2 R LG it 5 X (U=0.657, P=0.322), Fl K278 AS [F) R 2 fi A i ¢ R4 B i 3k
TR A2 BAR 22 7 B4l = L (U=0.657, P=0.322) .

50 WS TNF-a-308 2 K74 COPD Jifi Sl AR R B I s CAZ BAE R, 2 4RSI R
FAUNG T ELAAAL 1 v 75 58 201 7T AR .

B FHl APP FRITIRERAIR At 8 & Fesh EEERN

BRAAG Bt T RAE T AR 23
LT RERRSEEEER 2 MEERERY: 3. PRI [ 5K i sk e =

B AwtFiE FHL APP $RZ 12 FH i & oo A R Be 4 B A =X, @l FAHL APP il
COPD B 3NEHEE, AT/ MEMSYT, SCIBEoMEE A BEvr, $em 12 g ik, B mE
BOSAIR, s RIS & .

Tk AN T BRI B R EL 2017 4 9 A% 2019 4F 2 Affizfaeil COPD &3 68
%, BEHLZY N APP B HY4L 42 GIAIEEIEFEDI4L 26 Hl. S TEK 17 N, =& 8 MHKIEYS .

APP FHIH 2 HEFHL APP, HATTERK APP s CREERICT. IRZids%. CAT &R, HflE
* (PHQ-9) . fEEEEX (GAD-7) . PEF il . FEAMRMEHEHEN, A orknE, Hitr
SPERE, JEETUE SRR R 2 T ATV, 1R SYT . RIERE U AL H — IR EERE S,
BT HMNE MG, 730t APP A E 20 45 BRAT i K W3 28 (] AL S N B 2 1 1 i IR B A BRIk
25, CAT. PHQ-9. GAD-7 &£ H % .

R 1A EBEMED . FEE. BMIL iZhE. GOLD 2. WMH s b £ R ¥ TG it X
(P>0.05) , #hRHAHE A,

2.APP EIHEHIERE VAR SEMER IS 1202k % (1.1441.35 vs 2.69+2.40) . {EFiik
0 (0.50+0.99 vs 1.46+0.71) |8 Z H A H B St %% L (P<0.01) . CAT (15.51+5.49 vs
18.13+4.08) . PHQ-9 (3.90+3.00 vs 5.48+2.47) . GAD-7 (2.79+2.45 vs 3.97+1.52) &R HE
[ LA 2 RIS G5 E L (P<0.05) .
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3.APP LA PLE J5 K SR I E 2 1T 22 B (2.48+1.95 vs1.14+1.35) 2 AfF B Ik %%
(1.71+1.22vs0.50+0.99) [f]tb#s, ZRBHWHE ST 2E L (P<0.01) . APP FH A EH 5
CAT. PHQ-9. GAD-7 &R /MERE HAT ER 7 EH B EK (CAT: 15.5145.49vs 17.3616.07,
PHQ-9:3.90+3.01vs6.33+4.70, GAD-7:2.79+2.45vs4.24+3.94) (P<0.05) .

2510 K FHL APP X AE WIS BE i g b AT Be AME B 72T 4T HA &L APl COPD 3 St
BPFEMFRRA, AT B ESEMERZIT22RE, WAME. EENRA, SEEA R

Ho

FE X EAE X814 P ZE 14 Bl s = R TR SREG A A IR EE

5T (I
AL LA T e B 5 PR 5 o B 27

B JE D A R A X A M B ZEYET R (COPD)Y =2 il A nBiR, At e X =
A EE COPD A /KPSt e o) 14 i 5 I A4 HR

JiiE 2016 4F 12 A, KM BEATEHH COPD =20 AR a5 X M T X 14 5k X DA AR 55k
I 29 HLEAFATIIG B R WEN S 48 NEH: LT R T, L8 AN%H: —
WIS NI FeWi. BIRTT, 26 MNEH: RN A R IT Rom AR i R H R IR 1R
FREIERK A, 3t 14 N H . EEEUE R E o T8t

GER A X EANRGE R atl-PulE AL nT i E % COPD K% COPD 55 it
fili, 93.10%FtIX R A ANFNIR COPD 2 WinitE & i F > B Y K575 FEVI/FVC<70%, 82.76%+h
X AN FIB RS EAEshillg. Rl BEREHEEE.

g HXEAXT COPD Mfak R &= 2WiniE. o4 FVa T SR SRR A 4, Bz il R &
W NONERAEIX B N T COPD i AR KRR EIRER I, =W B TR A SRR, i#
FE A X B A5 1 BH ZE s SRR, $R et COPD B3 HIE B A

AU FERER 6 ARMUEEYMHAREE
M5 FRIRIERIERE X

MRsiz 2K 2L
BT 55 7S BE BRI IR 2 I g = e

H ) 2R1T KL-6 7512 4 BH 28 P il J 3 v 1R I8 M S

Tk RIS NS M F IR S I E B RS 100 & (SMEINERD , A TR EE
100 % (FasEdAdl) , fERRMRKGE 80 SAE NXTIRLL, Mlw =B KL-6 MyBRE. MLk & AEN)R
WEE. MiThae. CAT Wy, R ZHEH S Tifelr & T KL-6 5HAEE R, HHA T80T %5
BT o

£Z5B COPD 4Hf KL-6. IL-8 . IL-6. TNF-a #ll ET-1 /K P B &= T4 (P< 0.05) ,
HatmEdHE e AT S, KL-6 K5 IL-8. IL-6. TNF-a f1 ET-1 /K FEIEMSE (P<
0.05) , 5 DLCO-SB M4k 2 &3 i AH G (HE5H IMERFEVC). 1 s IR ER(FEVL) &
FEV1 / FVC JHH WAH 1% (P>0.05).

258 KL-6 /£ COPD Rk E, EaMmERIAE s, HE5HAMEZEN . MHDhRE.
CAT WA s A E, I KL-6 AKFAL I AT /E A COPD 2 Wit vFA Hopi i ™ AR B 1 — T
B2
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ZFBHNDRE ERE S HHThEE & IERNRH B B9 X MR

A 2R AR e I AW 2RI 2R R, AN
iR IR R e/ 2 BRI A AR R Bt

B ik b B WL e i HP IR Th e s S K ZE S, B R UL DAY ek i R 7 R
L5 it D R IR B 1% BELIR RO AR DG, 38 I sl L9752 RE 4 M DL 7K1, PP LA o000 s 1) B 2 3 20 i
= NERERNE.

JiiE W4\ 2018 4F 8 H & 2019 4 5 A MIAEE A KM EE AR LR 60 & K UL BN
i g St 46 1), LRI E 32 B HLARE TAE4H AWGS £ WibsrtE . s N4 5232 il Th BEAS:
D, A B VPAS A LT 90E R S AH S Fa dn il o

G5 B AT R I, DUBCEBSULIE R (SMD 5 fiTheEfedr (FEVL/FVC LK FEV1) .
CAT. mMRC. IL-6 }2 BMC E&EMK, p<0.01; FEV1 5 IL-8 /KF7r EfikH<, p=0.032. il
A KRB, CAT. IL-8. SMI X =AMEkrS FEV1 Z[AIFAERENHIKER. CAT Wik
. IL-8 HiE H SMI IR, Fius FEVL B, FhiThae NEFEEBI™E (p<0.05) .

i (EZEBYEARET, DURCEERUIIE S (SMD ShiiThastass (FEVI/FVC LK FEVL) . 4%
REIES (CAT & mMRC) KAIERT (IL-6) 2B . (CE BV BT/ NI E B2 M=,
A2 IR NHEA e bR, TEVPO Il Dh e B A= 3% o3 I 4 7™ SR B DA B W R 3 s o A — e I
PRAMA -

12 PE A AR IS ET I ST R

THRE T RO 2 EHR 2
LEBERZMIE P ENER 2.2 BOR2 MR b B2 B

T PERLIEPE IR B (COPD) WIAE 1 K BRI, RS, WEIRFHIILIIE . hoye A H il
GOLD FTHEAF ST bl (L R 252 Bk N SRAHOR Kb 062 (UM A RIE R . Bk
SER T LA (M PP RN, T RIS e i T D)
SPGB KR ST i CT 2 & b SEHLBRI 17 SRE BARHT COPD MR Ais S M T o
LS COPD. it Ui MRI SR 17 T BLET ML COPD U BONZ: HIBLAR NN . AL
R R T 344 5% COPD TR I FE3E i
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AN A DR R 7E R R il 728 3732 o B B R AR

25
K IR B

B HR X G ST it s 7 2 A A PO B B S P 8CR FR T 7

T BEALE IR BEAE 2017 4F 1 H4p——2018 4 7 43 Z (A e 32 i e U1t Jie &6 8 90 f81],  FRe I
R A EHTN IR, WHEE R 45 . IR BEARAFE A, WM EE R
AMEAG O BRI, oA IEX L2 R B4 B AR

GEIR WS BB WA 2 2803 DA S 9P B i P 5, Az v 10 R AL

G5 0F IS AT e BB AT T SEAT PR AL O B BR YT, BERE S R E P B R, SO A
AR

Clinical Characteristics of the Eosinophilic AECOPD

Yujing Qi* Zhiyi He! Zhe Wang?? Xuejiao Sun? Yanfei Bin*
1.The First Affiliated Hospital of Guangxi Medical University
2.People's Hospital of Taian 3.People's Hospital of Liuzhou
4.The Second Affiliated Hospital of Guangxi Medical University

Background Eosinophils may be a new biomarker in stable and acute exacerbations of chronic
obstructive pulmonary disease (AECOPD). It was thought that eosinophilic phenotype of chronic
obstructive pulmonary disease (COPD) is sensitive to corticosteroid treatment. In this study, the
level of airway microbiome and inflammation factors of the eosinophilic and noneosinophilic
AECOPD before and after 7 days treatment were compared.

Methods Twenty AECOPD patients enrolled in this study were divided into two groups according
to the number of eosinophils in peripheral venous blood. Among then, 10 patients were assigned
to the eosinophilic group (Eos group) with the number of eosinophils > 300/ul, while the other 10
patients were assigned to the noneosinophilic group (Noneos group) as the number of
eosinophils < 300/ul. All patients were treated with inhaled budesonide (2 mg Tid), long-acting
muscarinic antagonists (LAMA), long-acting beta-adrenergic receptor agonists (LABA), antibiotics,
and low flow oxygen according to AECOPD guidelines. 16s rRNA method was used to analyze
the microbiome of the sputums which were induced from the Eos and the Noneos groups before
and after 7 days treatment. Peripheral venous blood was collected to extract peripheral blood
mononuclear cells (PBMCs) and to investigate the levels of Interleukin-6 (IL-6) and Interleukin-8
(IL-8) by an enzyme linked immunosorbent assay (ELISA). Supernatant collected from PBMCs
which was intervened by dexamethasone (Dex) and tumor necrosis factor-a (TNF-a) was used to
evaluate the IL-8 inhibition ratio to detect the sensivity to corticosteriod.

Results The alpha diversity and the structure of microbiome of the Eos group are the same as
those of the Noneos group before treatment. The alpha diversity increased in both groups after
treatment for 7 days. The microbiome richness decreased in Eos group after treatment for 7 days,
much lower than that in the Noneos group (P <0.05). The inflammatory factors of IL-6 and IL-8
decreased more significantly in Eos group than those in the Noneos group (both P<0.05). The IL-
8 inhibition ratio in Eos group was higher than those in the Noneos group (P <0.05) after 7 days
treatment.

Conclusions The induced sputum microbiome richness and inflammatory factors level of
eosinophilic AECOPD showed a more significantly decrease than noneosinophilic AECOPD,
PBMCs from eosinophilic AECOPD is sensitive for corticosteriod than noneosinophilic AECOPD.
These showed that Eosinophilic AECOPD may recovery more rapidly from the treatment.
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REMGEMFFESTENFRERINMEND AR

Br=N=)
YU HEHE

o R R K B Jo et 5 e

HHE MRS HP R EIEEMEE ARG ICU NMEXSYE, FFaHARE ICU A3 XU TE RS20
%\E\:O

i X 129 BIARATHZ ISR B BT IR 4, ER AR HEE SARE ICU N E XU

FHIRME,  FEXTAAE ICU 152 R 2= 3647 0 H EL i o

R AR HIZEAT B E S5ARE 1ICU NMERE TSI (P>0.05) , fEAME ICU KRR
R =g, FARTA. FE#. mMRC K AEFESMEMENE, ERBHEEFE IR X
(P<0.05) .

28 1SR E IR 2 S5 ARG ICU NMERES A, FARTA. F#. mMRC 52 2N
B NANAE ICU XU 5200 (R 25 .

NLR. RDW. 6WMD 7E#2 K184 FH = 14 b & R
MESMNERE S HIGEKRNE

R4
Hh R R KB Jo et 5 e

B R vk g i 5k g0 bb i (NLR)D « Z04M 04 %5 % (RDW) . 6 204 BT R
(6WMD) 71 Ft e 184 FH 2 14 it s 4 8 P o e 3R A o (10 e R A 1L

FiE RURETE/HT 2016 4 12 H & 2018 4 11 H 7 H [ 22 R K 2 B & 2 ot 12 e 5t 12 1 1 BEL A e 1
B, b, I AMIERS 546, FEE. AT AE S E N ERA 48 6. IS4
NLR. RDW. 6WMD HxJ kil gt Rt AT G it 5047

R SHMMESEMERMY NLR KFE TIEMESHEMER, ZERE5%T%E X
(P<0.05) . NLR f323# T/E4RE Hi 2k (receiver operating characteristic curve, ROC) ik
[fifA (area under curve, AUC) Ny 0.643, REBJE 72.92%, #5571 69.26%. Fi4liE RDW K 6MWD
KFPFERLEG I E X (P>0.05) .

G50 1S P SN E R AR E NLR KPR E, X A 08 BRIt 2 2 in = B — 2 IR 2
ZHr1H.

1214 PR E M A AR YA R

FEF X
AR 5L BE B

18 1 L 8 A s 9 2 — ot LA R 452 I MR DR A7 B2 B AR A B 488 1k AT VR, B0 AR B 4 3
e, REAFE DR 18 FEL S A A3 e A U T 1) S8 B U3 B0t o R X 1 BHL 2 A2 i (12 BHL) 3=
BRI AT E SRR . PUBRBRAEZS W) B2 ' LR A AR BEhi &, SR ] 18 BEL ) 25 M) AR
%, BT S EL A S I R AT AN SN, BRI, nom A% E Al £ A B L el A R
FeBCTZ SO BRATTHI AN AT ZARRIHT F bR o A SCF At o 18 BT P 2 AT 7 24500 R 0 SR AR BEL A A L
IV AE VR YT 25 AT BE B o v, o A B ¥ 77 773 T (100 M R 00T SRR o A S = 2 AR BEL ) 2 12K
RN 25 R R T 250 AR RIS B R 2500 B S R SR A5 5 T 4
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B, IR ZIRE B2 RS H AT SR e L, B 2 AR I BTt I R N 2
Sk KT R0E O 2 Bk

—HR R ENMRRSEMESHBEA VIE K5 =

X R AR R ke
RPN R 20— P R B e

WRIEA 225, 5, 735, R, EHEWZE. %K. WS 544, BARYEHT 2016 43 H 12
HAPBt: 5 R EHIEW . %K, 205 R LZma ML, EEshEm S M. PRk A
M, FEXUR K. 23R AT ITh SR EE, W N8 Mk B PRI, RIALARIT . EAH
A2 00 Ja LR N R b . BEAE s WS 30 BAE, LMk, RS . APEffk: P
105 &/4r, R 20 {k/4y, HB 110/90mmHg, SpO2 95%, iR, i kassk, XU ¥, fi
JRIEE . A NI AR, TR, RN R B T [ K B

WHRE sk <: PH 7.38, PaCO2 68mmHg, PaO2 50mmHg; BNP: 6572 pg/ml; Ifi#E:
D-Dimer 0.2 pg/ml, fa#s CT: XUMitE 2. WA PR (B L OIEEE: §kELoil
WRFELCR, O RAFEER, ZRWRERAASE, FIRE RS, EORGEINEEIKT,
OFRE SiSOEE: B OFAERO, AO0EEKR, £ ST-T 48, WHMEHEE. =id; i
Ihfg: FE S ThAe A B AR A A DARK BE 5 P ZE 1 o 3 VR & BLB R ThRebehs, SCERFikRie Y
PEs WIB W 1. 1S ERHZEVE GRS E NS 1 BRI R 2, sk ALOUR SR SR O
Uige 3 % FARZE TIRIMEWE, OHRlY . PUES. #2980 FHE 41001V QD H; #
WiRyT 1 G, BEAVFR . PRI, REWECRT LR, Bk O3 101 IRy, U
PR, FEBEENS B YR HBRT A, OUN BOKI AR, P M, R 52 35 it 3 ik
CTPA: MUMZNK % Kk fike 2, XU (B 2) , W REEEE: SUN LS KL, Hije
Wi 1. FpBKAeFeZERE MifAeAe 20 (hfa) TRRFFIKIMAR TR, 2. 181 FH 2V B Stk
TN BRI e 3. Ik ALLIUR OIhEE 3 %, AT IR THFR O PURGT E R ST
L2

BAaASEE L. 12 S I = S AV 2 LRI IR RER I, GHRIPIR A WE . O
AL IIRe A4, DR B DI PRI E AR M 4 W 2 168 LI 2 i B 5 A 2 A 2 AR 5 BT 5

2. BPHINZS 5 & MiAeZE, 12 BH R T S R R MR R A B B, BB A VIE AT
e, FRRURSE UM CVRAS S s 7 .

Erythromycin Reverses Cigarette Smoke Extract-Induced
Corticosteroid Insensitivity by Inhibition of the
JNK/c-Jun Pathway.

Yanfei Bin * Zhiyi He?
1.The Second Affiliated Hospital of Guangxi Medical University
2.The First Affiliated Hospital of Guangxi Medical University

Corticosteroid insensitivity is a feature of airway inflammation in chronic obstructive pulmonary
disease (COPD). Erythromycin exhibits anti-inflammatory activity in COPD, but the concrete
mechanism is still unclear. This study aimed to investigate the effects of erythromycin on
corticosteroid sensitivity in peripheral blood mononuclear cells (PBMCs) and U937 cells. PBMCs
were collected from non-smokers, healthy smoker volunteers, and COPD subjects. U937 cells
were incubated with or without erythromycin and stimulated with TNF-a in the presence or
absence of cigarette smoke extract (CSE). Effects of dexamethasone (Dex) concentration
required to achieve 50% inhibition of TNF-a-induced interleukin (IL)-8 production were
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determined and mitogen-activated protein kinase (MAPK)/Activator protein-1 (AP-1) pathways
were evaluated. Erythromycin improved corticosteroid sensitivity in PBMCs obtained from COPD
patients and CSE-treated U937 cells. This improvement in corticosteroid sensitivity was
associated with reduced c-Jun expression, which resulted in inhibition of P38 Mitogen-activated
protein kinase (P38MAPK), extracellular signal-regulated protein kinase (ERK)1/2, and c-Jun N-
terminal kinase (JNK) phosphorylation. Erythromycin had no effects on the phosphorylated and
total protein expression levels of P38MAPK and ERK; however, it induced inhibition of
phosphorylated and total protein expression levels of JNK. This study provides evidence that
erythromycin restores corticosteroid sensitivity in PBMCs and U937 cells. JNK inhibition by
erythromycin restores corticosteroid sensitivity via inhibition of c-Jun expression. Thus, JNK/c-Jun
is a potential novel therapeutic target for COPD.

PHS—S U ERNEZ R X SEMBEERZTT PN

Ryt E A 2 T S R
LA AR ANREERE 2 380 BH A B Jm B bt 3.0 F 8 A REE e

B RIS —% 0% (Fractional exhaled nitric oxide, FENO) &l #8245 W 57 /<% il ith 25 B4
% (Allergic bronchopulmonary aspergillosis ABPA) i2y7 N, 5 ABPA iy K & Hi4i it
B .

FiE gk 2016 4 12 H & 2018 4F 12 H T HEEMFR A EHA 21 22 7] ABPA B2, 1E RIS
E AU 12 BB R A BHE ABPA B2 f8 35 74 ), VR RxHIRAL, JHorp g i il B4 % IgE &
M5 1gE 35 41 5. [R1mi 23 A 9 2H A I PR Bk

GER WAL R M. AR AN E B ER R AN A L, ER TSR E L (P>0.05) ;
WL FENO Hi, ZRBAA% 5 X (P= 0.010, t=2.674) ; WA EFZMELL, WHilhEE R
M IgE ZR A A 4% = X (P=0.001, t= 3.673) . & & IgE ZRF H A LG it%E X
( P=0.000 , t=5.349 ) . Il W& & 1% K 40 L iF 2 Ccelllul) %2 7 B A G it % 8 X
(P=0.028,t=2.233) ; Spearman fHX R4 R TR FENO 5 ABPA B EEMIHE (XK
¥4 0.330, P=0.001) .

W AR —FE AR SR SE I I E R s B BECME, T8 ABPA BE YT
HEH B

“BERR-#X-ZRE"EBIR IS A ES AR REEERENAE

LT BHE
LA TR e D B

H 8 Mg BEpe -4 X - B B sh e v B e v e i R . (IR B saiat, 4R mig i B
(1 ity 5 2 2005

Trid ERURMIRIX. 4 A X AR PR 2 VAT B i AL X B 12 BE A 8 % 36 ], R
X FREZA— RS EEFN, #EMEREIRE, SI2ER. X, FE=HZHN
WAE P&, JFRLLUEE ORI BshE B A,

SR G A AR S R P-4k X - BB s AR AT S, CAT 343 mMRC 345, 6 285 AT R34
ARERE, ERESiEE Y (P<0.05) .

GEW A xS SEVE MO R, TR E - X - e sh i AR R, B SB35 O FR R ™
EREE, REEENAEERE, NET RIS,
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BEElRRITEERENMERTHERSE
S Thee TS o4

W SR 1 BRI 2 2R T BRI 2 Skl 2 0 SCig
LIF B BNRBTIA R 28 L T 42 il vh O

B o318k pHZE MMl CRRIARIS RN 0 2% 17 45 5 1l Th B A 724 A2 VR Mk Ak B T (1 2 i 1%
o

F¥E N 2 2ERL 149 BIFFE KRB FIN &, 34T 18 BE M 0% 25 in) 45 5 6 D ge A, Ay
05 25 12 BELI e e N 100 s (R 2R 20 A

SR 149 Ik AR A bR BT Hpd i il o REAS 7 07 HE T BEAR BT 73 N, 15 A 5325 o NBE ] 5ElS
PRI AOAS HE 2R (62.6%) B & T A0 <5 ZrREHI % (14.3%) , AARiEE L (X?=28.19,P<
0.000) . 4F#E. TW. RIHAR. RS S W TEEE NIl Dh ek 2 45 R s m R 2%, 3L
Hh A it B A B K e R 2

590 IR NG R Re I, AR TR RSk R

MEEMEKSmERESRBAENLE

TV B R T RSO 2R X
P 77 B ALK 2R U7 BE B

B 2RI EMER A N R R T SRS PR3 B R 5 il Th e ) 52

JrvE EHL 2018 4 1 H-2019 4F 1 H S IR Ag FERES ks AR VM N B3 T AR BE X 3% 363 44, X2k
VEMV RS B Lt ThRe st . B oS SRR IR0 Kl s gk 47 %6 B 2 Hr o

R 363 A AENM AR EEX AN A T4 . A b FH % % W ) 6 fE S
(FEVIFVC<70%) 130 %, S#refEdk A2 35.8%, LL (FEVIFVC%<92%) , 4t 132 fl, &
36.4%; MiliDhEe R 2303w T OCERIGE IR ABER AL . AU AR ToH LR 2 9 41 1R it D e
B IHEFR AR W B 5 . B T 5 A< A AEFER . TS REZEY, BThietsts
FEV1%A (96.42%+16.55%) , &L T AT < 5 F4 (101.44%+15.02%) , HZERAESF
it E X (P =0.004) ; FVC% N (81.5%*17.6%) , B EM THEDLITH < 5 F4
(86.9%+15.6%) (P =0.004) ; FEF50% A~ (52.53%+25.3%) , &EH{LT (P =0.028) #4
T < 5 44 (58.6%126.2%) . =2 40 ZAHMiTIEETER FEVL. FEV1%. FVC JK/NIEFER U
FEF50 (%) . FEF75 (%) . MMEF (%) #JEZE (K THEH< 40 41 (P < 0.05) ; fifH= 10
£, 4F 4 Bl I B #8 A FEVA/FVC(70.85%+10.55%) , & # ik T #f #1 <10 M 4F 4
(74.4%+9.89%)(P=0.01), HifH=> 10 fL4FE4 MMEF%(50.89%+24.0%), &% T <10 AR
(56.7%223.6%)(P=0.025).

50 By AR CA R I i D e S B, (R 0 BRI A AR
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1814 BE F ik B s & H IR i E S B B T R

Rim ERE
RN B AR T AT I 2 2 15 K 2 MY D 25 — B e

18 PERH ZEME MR (chronic obstructive pulmonary disease, COPD) & —Fh# WLAJ. 7 LATH; Al
TRIT BB, DLRRSRIP AR AN S0 52 FRONAFAE, I8 2 th T 0 1B 2 e T S0 B S 5] RS (A
FR (O M I 2B AR — MR R EIRAS, W4T COPD 3%, =2 COPD M
WA HRE, &S5 COPD HFRITMRMIEZ, HMIBLEMINE, SEEREABE T2 0 m ) 2R
= L2, KR ISWRT COPD B HIALR AL COPD &35 7 HE. ASCH COPD
B IIEITHEEIZ W, 16IT R 2R

BREREENFEEEFHERSREDNE
12 B9 A FNHLHI RO 3T

Wrifeih £55 b ERF N % iR BREE
WL RS R 2 e B I 26 — B e

H B A FERER T mTOR S MMP12 FI{ER, FHRZR L.

FiE FIHE AL (Western Blot, WB) il 2 JHMH 25 $2 HL ) (cigarette smoke extract,
CSE) 6} BE i 15 1o 200 i A B B8 SR R B W 40 i v mTOR RIAM R . FIFH mTOR il 7
(rapamycin 1 torin 1) Tl A0, B0 FEFEFR mTOR 17775, WB. SEifE & PCR faill
MMP12 1315, ¥l NF-kB #1455 BAY-11-7082 4b# 5 mTOR Fil&/N i+ CSE %S MMP12
MRIE. RN, 2H WB FIm U A 1 77 V28 0 7 J M 25 % 55 5 B4t igH mTOR HIig . F)
MBI mTOR fib /N BRASI mTOR FithR a5 & MM 25 15 S 10 MMP12, 4 RE At i (1) 5
1)

g8 1) {Efk4h, CSE el SEEME4IuT mTOR MEZL/KF R, MmiEd MMP12 74
2) mTOR AgfgIEIL M NF-kB 15 S @ERINE MMP12 (1724, 3) fERKN, FMMEREGE
WEARMI R mTOR MRETERE N, HEMIHIH] MMPL2 (K774 J0] <8 S0 S B S i< i 6 B2 3 5
1)

25 FIWINE A AE B4R mTOR [(35PE, mTOR REiEIE NF-KB {5 5@ B4 MMP12
reAs. BRI mTOR BEE 10 7 M K 25 5 55 175 5 110008 20

RE BRI 5 1R 14 BE = 1 R ol

HICH 2 PRAEAE T RIEAL 2 225 T AU T PR
LWL R AR B MR S8 R 2 WK 2 B 2 e I i 55 — B2 e

H ¥R AFF 7018 S5 A QU 70 1S 1 E 2 it s 26 R e v A L

TvE RN SEEG, MBI LA, 3AHM 6 AN H/NRBAL, R ARSI & 55 T AR I 2800 /) BT

MR MG e B e TR, H I =B A ERE K. RS SEES, 78 HBE A, FA& MM S 12 )
(CSE) Tl HBE J&, Q-PCR 1 WB 43 A I A Joa AU AH DG BE DR 1208 s I FH I I R 2 1A

FASN [1] siRNA B 52 I8 i ls & iR 2 EE K] FASN XT CSE #7551 HBE 4 o i1 48 5 B 1 1) 43 A A4

ME TR, Q-PCR Al ELISA £l FASN X} CSE %31 HBE 2 5E K T/ M I 5 m, At =4 i

AR FASN Xt CSE 75 5 B4 I8 12 F 5200
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GER RN SIGIRA TR, A B A AR, /N R AL 2R LI A T R KT IR T T B, AR Ah S
¥, H CSE 71 HBE 4i}fd, k% CSE TTUKEEMBG I, FRFHER & ot XK SREBPL Al
FASN ki N, SIIREMH M R IRIRE & s E 2L FASN 1 siRNA FRATA I,

FASN X} CSE #5311 HBE 4 i PK 1) 23 WA A 2 B T2 BH B i AR P VE A

2518 FASN X CSE if5 31018 b B2 41 B ¥ JRE IR 23 WA RN 40 B o T2 IR 2 R4 VE o

E M 4npRiEid TGF-B1/SMAD7 @& COPD S8 k48 &
E R IERAMYLEIFR

XIBLEH Fh2EE WA
AE= P B

B PRI 00 40 it ok 75 10 2 2 B (cigarette smoke extract, CSE)7 S 10406 b 2 4 i) b % -
(i) Jof A H (AR F B T REATL A

FE LI NS08 LRI (16HBE) Hss 40 DA K <08 LR . B4l (THP-1 5%
ek HREFRA, [ 8% & N Z I I T- T 24 /NI, R FH B S % I B 5236 (ELISA) 433
e S TGF-B1 _EiBmikE, FBA0E E g v SMAD7 Rkl (il SMAD7 i %Kik
k) . SMAD7 FfikZH (] SMAD7 siRNA #4%) LLEAEZA, H TGF-B1 FHiid &ikak
UK SMAD7 FA0E bR amf,  PLSER SR A B SE M (real-time PCR)Y K& Western E[J 2543 Jil i 52 1
AL REY (E-cadherin) KIAJITAHZAREY (vimentin 2 N-cadherin) Fik/KF-.

GEEL SN R 3 s SR BiE T TGR-B1 U EA B BAR T 16HBE 4 Sl 35 4
(p<0.05) ; fE TGF-B1 T-HiJ5, SMAD7 it FEiL4 E-cadherin & [ RiAHE xS A EZE 5,
vimentin % N-cadherin & [ % ik & % & 1k, SMAD7siRNA i fik 41 E-cadherin ] mRNA
(p<0.05) I i [ E£LE N B4 B ML, vimentin /) mRNA (p<0.05) KEHFRILEEZFTE,

H. N-cadherin ] mRNA F1& AR iA G THE
28 TGF-B1/SMAD7 il /3 | CSE 75 S E A4 EMT /2, ANERE4if T Lulid 5
TRE AN R AE BAE > TGR-B1 (3RE, ATRERE— B =< L4 EMT i 2.

EESREBERR A BURBRGHHITIN GRS 2 REER

RIS SR BT
WAL

R H B R —AL A B OF S0P 5 v s 5 2 PR R AR B, RS TR A BRI S0P 3
vy, FEARAGE SRR AR, B X-ray SR MR, SR IR SR ) 5 0 HA K
M4 . 4% &I B4 % (High Flow nasal cannula;HNFC)

IR SR SR ., OB ES AN R 2R, W EmEh (e g HE Y, e
BRI s, SIS A . FE I AR S LR AR A A BB SR o v 2 B R A B
MR WG ERTAl E 22 2% 70 3K 55 1%, COPD % 527 HA W MESAE B B . 7E 50 — R R 958, i A
Be, TREGEERZZ A BIRE, BB X-ray: & MIHRIE, SPO2:88-90% A IR b5 if .

DRI PR Iy B 77 SPO2:85-90%, - FHIE AR E K AR B IRES(EH, #Flif% T LL HENC .
B A SR AR IZ D FIRAE F 2 FiO2 1% i 4B 4 S A (Ventri-mask) 57 FH s H 55 5 1% 48 1,
HEF] B

MR IG5 S 2 W A R R R AAG T 256 5 HLoE B BE Chest X-ray 81k,
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NG S S I 45 B W T T 7 R T RE R A2 R B B R E T ORI 4% HFNC ([, B2
FiO2:50%. Flow:45L. 34°C, #RHtmiia. i o A 2 S f B i i 338 n 4 B sk Bl i BUE
2R 7 AR A R VR HE L T X-ray 2503 3 48 IE AR I U 7

SEFRBEGTRR AU AR M T R S U RIR RO TE R ,  SEVE SR AR I 5 v s N R 4 7 SR I R
BMARIREE, T BIPAP A NIV BRFEIARAR N TR 7 25 5 DR FH 368 ol 1) A 6 1 89 N ANTC B
FUARBRCRAME . AR EAR (HFNC), B 7Rt &E &8 e e AR ESL, AR R4t
37°C. HEHERE 100%% 8%, WINAEIEEIRE /1, WECAH SOZWAILER MY, MBIl
TR M AR L. 2 IEBFFEE R HENC 7% 5 ) Hypoxemic respiratory failure J&H 24
(), MO E SRR, ERIRERREN FiO2. RANNE. Wiy —EfEE W PEEP, 1EAf
FAA T B AR EE NIV 2287306 1T 520 4 055 N s FHIRR D, 96 VL PR 3 P52 ) St s PR L S P I G )
5%, WO RENIEE.

Bl d R E S8R EM KR

PR B2 ko 2
LR —ERRZE QLREEZERRD
2. BN BA S BORETa T Tl AR B r R b

RSO AR KGRI E A AMHIICHR, 05 NTAT I SE56 = DA I PRIE 78 = A J5 T AT 4534
ST A A 2R BE S PERHIE ML (COPD) MK R, LUAE SR SIS R, $2
et e MY N ORI A 1 1 B 1 A P AR E 7 ATl 475 R

iRENTEM ELE S ENHRELAAT LR

L EXRIE R/ VR R R
TR X AL BE B

B LIRS IR N Z AL 8% 5 5 ) S A 2R I Z AL T R [ M S AL G iR R B 5 .

T KHFAT BB 43 Mo 0 lade F = b8 70 25 A0 28 5 060 7 R HR Bl 05 9 35 Ak 4, % B0 #7433l
Z A0 6ml 0.9% S AL AN LS, TEZALRSIE]. FRREMZE T

SR 1 SBCERSHRE )88 Z A0 K T IRB) 57 N 25 038 S5 AT (8] . 2. % Fe B M SHALE 188 510
JA R A EZ TR S 2 B G IR A . 3. =R IRBN I W AL 28 F AL 8] K S4b J5 ik 4 e A7
R ER (P<0.05) .

g LA eml AR KET, PR LR % 48 25 A0 BT 75 I 18] & 554k 5 R i B B AR TR
T15EAEE . 2R3N N Z AL W BRI SRR B R 2 ATIE 6-8ml, 1 & 77 Z A0SR B 5 =il
PRERTIE 10ml, IGPRRLH A6 T6E YT I & 75 il DR S B8 R SR i & A SR, b B
St 3 MATHILZ R G F UMMM E L, SRR EES, [FRERZAAHCE AR R
e, AMETIEARERE .
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PM2.5 ifiid Wnt5a-ERK {5518 8% i ZE 18 14 FR 214 fi
KD EHBZ S SN SIERIE

FEAE GHRNI
e R ROR 2 R 2 27 e B [ 5 12 e

B KA YIRRY PMos FIE R 55 /2 18 M FHZEVE% (COPD) 1 WEURR R, J+ H 5%
FEA . SEIGHT T H B AR/ RAGIR COPD #EAIH, PMas Xt & A 55/ 2 JH R 25 5L B
(CSE) Frifs R 4R R BL MR,  FRERIT FEnT B A AH DML o

MRLS i N R R, R REEYE C57BL/6 /N (18-21g, 6-8 JHEY) BENL N 4 41: 23N
M. PMas 2. FMLL. PMas + M (n=8/20) . FlThRER ORI /N Rt ThRE, H&E et
VAR RE2H /N SR A 2R R B 220 o G2 % G Y Eo W 55 /N Bt 2 2303 ) ] 2% o 200 i 4039 9 s o
Wnt5a ({ZikTEIL. qRT-PCR A&/ AT LA (IL-6 A1 IL-8) Al Wnt5a 1 mRNA 7K
Vo YA, ¥ 16HBE 4/l 4 41 IEFE XTI, PMas4l. CSE 4. PMas + CSE 41,
PN 24 h. JEEE40M0sL6 H, 16HBE 44252 Wntba #5171 BOX5 BtA PM2s/ CSE #i
¥ 24 h, ELISA ll5E 16HBE 4fus: % LiGw - IL-6 A1 IL-8 fIEE H/KF; gRT-PCR il 16HBE
U IL-6 A1 1L-8 11 mRNA 7/K°F; Western Kl 2H40fi N Wnt5a. P-ERK fi& ERK Z /K
R PMos AR MHAL /N AR e /NERI D B8 B 552 S B, /0N BRI 20 4= 08 B R 0% o 200 i ) 0%
s FZHZid wntba RIEK PN, PMas + FFHALF, /NRITTHEE NN &, liZH 23 SRk
AT N, WntSa Rik/KF LT INEE . qRT-PCR 45 R PMa.s ZHAIZHHZH /)N Bt 2 21
IL-6. IL-8 #1 Wnt5a ] mRNA 7K-F-FE . PMas + F JHZH A 1) /N BRUITZL 2R 28 0 A1 Winta (1]
MRNA JKFFE AL, HHEET PMos AR, 40 A ih o 52 4 0% K1 A1 Wnt5a [
MRNA K. AKX, SRR —5. 2 BOX5 & PMys/ CSE 4NN, 78
PM2s ZHA1 CSE LM 2 1 Wntba.  #$0E K 7K -F LA ERK 15 5 18 % I 3H0E LR 1§ BOXS5 &6
Sy

5 WntSa/ERK 15 SR {E PMos AN /CSE S B REPEEE/EM . mH, PMas
AliET WntSa/ERK 15 5@ 4 1 8 COPD R ot 75 I MK 55175 5 1)/ 2 0 B o

g EAERPEREEE MR RS N ERRIRR R

EfE

R A N R BB

B SR iV B AR AECOPD FIRIUE K 22 4k

Foik IR B I 5 fE BEE R 22 RH 112 2017 4F 6 H 2| 2019 4F 4 H 1% A R 1 P BH Z P it i (R
YL R AR S INE R 161 B, AR EEMEHPUERB O AW : R BHAMLMEAR
H, HRIESCRRGIT AR . NPALEE AR . fE. CT 8. WBC. CRP. PCT. A
RSN S I PR B Rk A T BE XL

R ST B ALK A A BITRT WBC. CRP. PCT Mtk, ZRESit¥E X (P>
0.05) , MAEIT/E WBC. CRP. PCT H5iryraisitt, HERMK, ZRA4i¥EX (P<
0.05) , FiEWEMABITREHLMEARABITERIL, ZRARIT¥EN (P<0.05) . &k
WEHASHEME 95.29% B & & T kKb xRA 8552% . RiEWEASRRMNKAERN
2.35%; SLRPAERAARR RN KEER RN 11.84%, WAXHLERHGiH%E X (P<0.05) .
5 ST B IR YT R P EEAS P B ZE M A I I A R AU Tk kA R, HE el
U, AEAIGRHE .
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EARESEARIR . HRARBERKETROATREDH

DI XIBEs
PN R — BE B

B SR SCHIR T 2 R P2 30 10 J A 32008 32 s B AR S FEEAT 2047 -

ik THENUG R AR SR . T E RIS, R B EE PR R R 2018
8 H 14 H, IAFTH T IRRIMFEEIIT, KA BICOMS 2 73#r 5t SCiik{e B2t AT sl B
B, AR RILIUARE . SR Ucinet 6.0 # {1 NetDraw F1 gCLUTO 43 5ill 2 il N 4 56 5 I A1 5 2K
T

SR RO 1577 3, WHREEASES . EE . WU AT BT A, R R
N 11 A EEREIERIA, BRI AN AP B o S, O Fe kol BB TP i R R
YIGRAEAR VP FEVE A CRREL D (IR o

g5k WIF MR Mt SR IBER K, EP R RA e, Bt &P 250
fEE AN 2, HiE A EE eI SE D, HAEE. . AR SIED w0y
5 o

p55PIK ZE N 744 TAT-N15 EHIHBEZESH
SEXREPRIERMR

Fb BRI
LA R RS I I TR I

TR & HSH0S0ERE R COPD KAEKREMEENN 2 —. p55PIK & IA KuARHILE 3-
BhE (PI3Ks) M—Mif 3L, 7E2MMEA A RIEKTFHETE, S5 ME40 R IE5E
TR RBEIRE, DLASEm MR AN . A, AT FE R I pS5PIK A R AFE
TAT-N15 /21 HIV (iEEE A 404> TAT (trans-acting activator of transcription) F pS5PIK Ji;
N B A& 15 NMEERT ISR ELE A, —SiRExR, TAT-N15 AT LMEN p5S5PIK 1)
PR, ARG R A TR 228, (LR AN A AL R

B K 87T p55PIK 2 N i AT TAT-N15 £E 7 10K 2475 5 10008 2 018 i A S HLAD

Trig OQXIAH COPD i35 il ZH 4L L K AN AR e o) F 3 i 2H 233047 pBSPIK s b detan, srdir
YL 5 COPD. iThREH % & .

QOEFMHERIBLT, TIERASAE ER gl 52 BEAS2B ) p55PIK #ik, & AER 7 (IL-6.
IL-8) LLK PIBK/AKT, NF-KB &5 i [ i8E i 2z .

O FWME R T, H TAT-N15 Fiit# BEAS2B, | #5E K T (IL-6. IL-8) LK
PI3K/AKT, NF-KB 253 i 1305 g o

G5B (DU COPD £ 3 T 2 £ 5 AN IR ik J o} i 3 ik B 2 1) pS5PIK, . pS5PIK e 5 i
Sfithée (FEV1%pre,FEV1,FEV1/FVC%) £ ik,

QFEFMIHE R T, JIERASE 4 % BEAS2B ) pS5PIK ik, IL-6. IL-8 730K &3
TF%, PIBK/IAKT. NF-KB il % i80E K i o

OFEFEMHERE T, H TAT-N15 Fikt# BEAS2B, IL-6. IL-8 ZMiA/K 52 T, PI3K/AKT
T G K TE I B 2 AE . NF-KB 3@ % LA K. TLR2/TLRA/MY D88 il i B 7K P-4 i

4518 pS5PIK TEF MM 25 175 T A0 &E R T REAR B Z/EFH, TAT-N15 mfDUMEN pSSPIK il
7, JEILHH NF-KB. TLR2/TLR4/MYDS88 “5id i, 1F A MM 5 i 5 108 98 0F Th R 3840 28 4
o
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1814 BE B 1 i fes 28 2 b R B VI 2R AU 1T (8] 589
Skl RS R

I8 XIS
EVP 7 i

HE wit— @& 7 E S MR ZE et C(Ig PR B RS INZRAR . B AT AN
etk

TiiE RHSCER M ViR R AERARENDP I E W 6 2 H o 3l F0M 2060 1) 26 1) R IR A2 4R 45
P EAT R R B im) s SRR, I B 85 442 BT A, X6 17 26 2047 T
H ot APEReprOY, LR

G L% HE 26 o RRUEE T oI5 4 MART, R %L 65.292%, 4 M
T A A SPRBO— 8. BAEER 7EURE R, RTEEUE hEE Y 1.543, LR ZEH IR
BBy 0.052, ArdELIRZESTTRME N 0.057, BIEMETEEME )y 0.932, HHEMEHEEE N
0.931. A-MAEERC PR {E Y 0.923; FIR 1. &R 2. . AT NRETHATHE 05 DLE, A
RS BEEISTE 0.7 PLE, BREGEREMEIE 05 Afi. MIENNAEMETRECH 0.890; mHIE
i a ZHN 0.852; Hr-H(E% R E0 0.864; HINEE R %N 0.957.

G590 AR RUFIEREE, wTUMERID 1 A BT & 2 i R S I ZR IR A 2 TR

FRER COPD B 5 F I 1 A Th B4 ) Zx %
HE1TAHTh BE R E I ZRBURAY m AR W 52

SRAR T E 2 W L ERIL L 2 A D A 2 SENA I 2 ke 2 E L g
LK 35— A BRRBEBE 2. 15 FLK S L BE P 5

B N T hnsnfa e S v B ZEME R (COPD) B (et Wi S, {4 A i T A A6 0 I 2k 28 06t
FasE ] COPD B AT IiTh At %k, M % COPD B i Th Ak it e 2R

Jri% L 2018 4 3 H-2019 4F 3 ARt iA rIFE ] COPD &3 80 i, RAIBENLM B FT, R
PEVRIT IR S Ay W2, 0 BB AT UG T BRI, L L AT 485 ek i o A )N 5
Bl WAL S — R R B iR (FEVLIFVC) 55— F0 ] Jy S 28 AR S
E/FE (FEVL SEIME/SNED « M08 OB S E A SeHE/ B HE (MY S E /S E D
SEREIIRENE L. H W AIERE 1. AESIEENIE L. FACO BRI . R RO BEIR S A AE R B
(QOL) .

5B MBI FEVL/FVC. FEVL SZIME/FIE . MVV SZIE/FE & T 840 (P<<0.05) ; Hf
FHHF SRS . A EShEOL. PIARGEER . R OHERE QOL WK TXHRA (P<
0.05) .

SEW ff A ML D RERS I 2588 5, FasE ] COPD BFfifithfeckas 3, MiZEImK -2 i
I 5RH

108



v AR S 2 B U e FEMS AR B A i s 2 AR 2 WG

FSENNGFFESEEEBSNEREEE
MR FZF AR

R PR A
BT LR

B B R A BE 1 50 448 TH] 2843 /<0 1E s (CPAP) I A, 3 v e i s o0 {2 B 3% 1L i 5 ) 2%
SRR e 7], LIRS COPD kB & @G MnEl g sk, Js il BE S I gxt i im s 77
AN R

Ik P 30 HEEERE, B4 EEELEEZHESME (0 cmH0. 10cmH0. 15cmH.0)

()5 R SIS AT CPAP A 2 Rl AN+, A NICaS CS A5l &EA R FF IR AR = T (1)
MRahF1 248 bs . M WA A8 HR) « SV. SI. CO. Cl. CPI. GGI. TPR.

TPRI. TBW; 435l W 52 AH R IR A% 2T A [) 38 B EDG) I 30 /0 27 1 sg el LA AR R B R 2 Ffo
W A T IR 30 1 52

GER 1N A EEE AR, MR EAS 0 BEEINE 15 B, ORI, ERERIEE G

SV. Sl 2 CO [£fik, CI. CPI FF&, TPR & TPRI Jt&, ZRH %5 X (P<0.05). 2.
F CPAP BY4iZE i 0 B#igma] 15 v, LFRERE, ZREFSHITEEN; CO. Cl. CPI |
%, TPR & TPRI Jt&, ZRWASIH¥E X (P<0.05); 1 SV M SI AL %=, P>
0.05. 3. EMEFA 15ecmH.0 B, EREHJFFOFRIEN, CPAP B LHWNE, WHENERHT
Guit#E X (P<0.05); SV 5 SI £ CPAP X NE TSR, ZRAEARITFELP<
0.05); L& CO, Cl. CPl. TPR K TPRI, fEMH PSS CPAP X N EZR L4 ¥5
X

5l 17008 77 sz e fg B B RS I IR 8h 77%%, 15emH20 (1) CPAP L[H JJ AR AH L,

CPAP J@ 8.0, 180 SV; BHAJREAAAIG 3R, B SV 2.COPD B EHAT M EE R,
RiEHE CPAP Bz G IFAFH SR, A vl 68 kb <38 1E X M sh 7122 A R s 376X
COPD & #H TR iR T, HaLminsh /124 EE Bh Tt tb s S 5 S350

TSLP, IL-6 f£ COPD B &M BFPHFRIEIER

AV ARIBUR R XISESE TN AL B AR RIS EREA 5K
Z R —BERE

H B kit v B 28 M il (COPD) B S5 N fjE IL-6. TSLP RIiEKF, REMHE
COPD &bt i EH o

FiE 055 63 152 x 5, Hr COPD &3 40 ] (14 BT H, 26 BIAMAED , f@FHEx R 23 4.
Rl SZ i RiE S IL-6. TSLP MRk s, WIRMHEEANFABRIREZR, FEHid e
P

&3 £ COPD AMifiEH IL-6. TSLP FI& & W & m T AT IL-6. TSLP & &, Z5fA
Gt EE L (P<0.05) ; FEMUBALIILIE T IL-6. TSLP (& & U % & T ARHELALR IL-6. TSLP
W&sE, ZRAGTFEL (P<0.05) ; %M mMRC i¥434r4 COPD &R 1L-6 FRiL/K A ¥
wZERME (P<0.05) ; %M mMRC 114y 741 COPD ##FI TSLP F£ik/K-F LW EZER
(P>0.05) ; Xf&4. COPD 4 IL-6. TSLP [T BAHKME (P>0.05) ; IL-6. TSLP 5#&%#
(1) BMI Z [E W JC B A G (P>0.05)

S5 IL-6. TSLP £ COPD Hv HAT (it S0 S SV A, WROOR AT fS py  s THi
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CPAP #1 BiPAP FFIR X & BR5F8 & R Ak &h 11 F a9 %2

IRIERE KB
By BB

HE B8 EE (CPAP) KMIUKFIEIEE (BiPAP) WAl s T B B0 i oot
Mmsh IS HAFELE (HR)  BEHHE (SV) . BEHHERL (SH . LEHE
(CO) . L% (CO . OURYE J1HE% (CPD . K22 Rk-E/RIEE (GGD . &G 4NEHT
(TPR) . &G4 AP IIES (TPRD . &5 H/K (TBW) | FFRAIR (RR) K& KEDIE
(PO2) 14 f AL (PCO2) 52, L fd B 5 2 78 < 1k i i {ek B 5 R 3 i 3
122 B e AE CPAP Fil BIPAP P ia S X X LA 80 /0 2 5w ) 22 531)

MRS TS Z A 30 BlEEERE (5 k=11, F£i# 2627+4.479 1K E I
22.76+3.283kg/m2, FEAaf0rF . 72.53+8.561 bpm) , EMKERK. CPAP i#<)E /724 10mbar.
15mbar DL AEAR BN . BIPAP A JE /18 IPAP1SEPAP4. IPAP20mbarEPAP4mbar (14614 itk
ITES TN MRS F122 W L) 250 v B W R e R 25 B S 48 i — A8 Al 0 S U

R LS/ CPAP fll BIPAP WiffiE B & & IR, SV, SI, SV, TBW, RR
K PO2 TLHIRA Y, (P>0.05) , 1fii HR, Cl, CO, CPI, PCO2 [#{% (P<0.01) , TPR, TPRI
FE (P<0.01) ; PO2 fEM Ml A R4 F 5, {H BIPAP B CPAP A F A RE (P<
0.01) , PCO2 7EF S T HIPEM%, {2 BiPAP B4k CPAP B &K E# (P<<0.01) .
458 CPAP Fll BiPAP 7E{t F &R E HUMOE S A & BONAIE R MR sh )25, SFERLE, O
W e, O e EL, REELEKTEE, Hrh BIPAP X R 4 2V M FRAR A 2 — S AR 1)
MR CPAP B H .,

1R & H KK RIRIS—FIR S

RIFCE Y
RPN R 27250 — Pt IR B B

RREEE 5, 78 %, HRE K 20 KRAFE. 20 RARATZHEG R, HiRfEE 38.0C, (Al
WL e, CHEEREER, e R IIRTT, REMNAPUERGTT, R shTE 37.5CKE
Fo WIRERBREIE, Bk K8 37°C, Bk¥ 85 Wk/4y, WEWE 18 Yk/4y, I 102/71mmHg, 72
F PR Z ES . B CT fenietE A& 7. A, Wi, mAgnig 6.40%10%/L, ik
R4l 67.2%, ZL4H0 3.91%10%/L, Ifii/MR 414*109/L, ZIL4Hjudif%% 88.0mm/h, C RN EH
82.8mg/L, MihREL NER R PHIEVEIB SR ThARERAS, AT IR WK, BEERSGEATE, 1)
HEMERZE 37.5C, F{T PET-CT KA /NI WA Lok, EahikT . B3 30hKE RESE 2 AR
K. O IEWON KEIK K . AT IR 40mgld, RIS T8 AL R DR, B imk
SIEH G B, Besh ks ik 25 E G IT .

Wik 1. BIRRER RNk 52— Fh LABD KA 3 0 £ AR e 3k %6 . MR B, ml Rk
ge. HERE. MEMER. BUYERRSEA K. WRELNUE ] L ah k42 R R A U R A4 41k,
8 JELF P R i) s A AR SRS Ik B B S R FE . AR R B N EEh ik M Ry S, e LTS
KA E S, "R ATZ R K2 RO LFEEAR, WRRREZFE, G2XTHE,
W TS, Gk kB RIEEERE . Ak EREANIGREILFIFEE, (HABFL LA
RE RPN TEERIDL, TEHABEREER, 1HARD W

2. RIZRE ARG ER TR, —HIRIZNEGEME R, TERRZIGRRE S A, DL R R A
RNEBIGRRIL, [EWZm. 5, HEREG MR L, B CT XU 2 <8 % . i<
Jifr, LTANpTRER DA K C N R A, 2 UL R (A0 & R AR 22 s LRI PR B A2 12 i
HERRIBR . BB, W2 TEEA 12w, Reg i nE e, e E, HiZmpR s ARH, X
SRR 22 DA B bR K R ZE IR IE VG, AR IR A Ry, DT — B R RS .
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3. BWHRAR IR LR A B0 7 EAS A — B oL IR M. SIS DU A B 4
EVPA S RN BGE. ARRCGE L BRI, DA S D WA RT 51 A B 1 B A
G, G RITRAVERGE Gy, SRR, RIS BELIH PR 5 B RT RE S MR I R b, L 2 e R
HSH .

4R B A ISR E M bR s R RV SRR R

SR 12 L 2
LSBT 2 MBS B E AREERE CHFL A ARBEBE) WPl

18 FELfiii (COPD) {1 oy — b DLAN n] 38 S 52 BR O 5 AL 10 1 R S8 AAE P » - FL A AL 1) R 1 )
1, 2 B EE L BRI TERREE R BRZ A (R R AR SR, fE4E
FRAR ML ARG E Tl E EEMEN, HA SRS H T 2RO KENKE. BS 50
COPD fENIZFfifi&l I, £ COPD JImMIZ NI A EIE ], BB 7T B e AE 12 FHAm i)
FARBIRMUHIRE AR O FEAR BE RN RGTT, A SOR A B A 3 IR . 181 SRS
NYVIN L X FAE e B A 2E 5 Je i A o (P F LR — g ikt

I REEE A AR BRI AT LU DS ICS R E M Atk B
5 PR B A BUAR R4 2

THEA LA
R4 LB B

B B DPfiy 100 R s 4 75 TT DAVE SR N FE R 2 5 Yk 25 7 1 L il 25 3 1 PR . FH PRI 470

Fik ATHEYE AT 2019 4F 1 H-2019 4F 5 HAfELARE SLEFE RN BLE0S 12 W12 R B 97
%, RIEEITTT RN LAMA+LABA (K2 B S2ARIBN I+ 3 VEY 5K 418 LAMA+LABA+ICS
(KX B RARBEFI+S BT IR AN ) 4, EEBNALERE AR, Ik PRIEIR E
LRI ) B 2 1 1O

g8 LAMA+LABA 15 LAMA+LABA+ICS AW . A, REFREL. WORR, IR, JFRE
KRAEZTLHES %2R (P>0.05) . LAMA+LABA+ICS G RGEER (MMRC ¥4 CAT F
) BB, MIhREE S LAMA+LABA ML A St ZE R (P<0.05) . LAMA+LABA+ICS
HE LAMA+LABA 4 mMRC 4 iEH £ 0.51, CAT W iiEN L 1.38, FEVL1 fEHML
3.77, FVC %% 2.03.

g8 MERRE R MR AN AT UUMEN ICS TEZBH I 3 I RS bR 8, T wg ER R 41 i A
1 RIS 1 P ZE 1 il BB, I PRV YT I AR AR RN B B2 SR, o AR 2 R Mt Th e 1)
S0 7 T3 AL R AR
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KRAEEF NF-xB 51814 M E M i s B9 X REVIRIERT ST

FREFRT 1 £2H IS 2
LREFELGRY: 2. KREERKARERLSER

BB AW FONRDT NF-kB 7512 1 [FH 28 11 Ml 95 20 14993 B2 Hh 4 ORI R 9 - T80 -
BIT TR .

J7i%: K Meta 23 H7 1 773256 B N AN A TF R (1) 35 ks NF-kB 518 BEf A < SR SCik 2 Rl ik 47 2 B
ZiE .

GEBL 25T FURT 18 ST sh AR R 2 2R 2 hE I AR R NF-kB B EEFHOCER IR IE, FRK NF-kB
(I E L (MD Ml 95%CI 434~ -0.62 [-0.93, -0.31] ) , Ui/ NF«xB KRRz ik (-0.42 [-
0.52, -0.31] ) , W/ IkB HIBFEMAIRRIL (-0.32 [-0.49, -0.15] ) , &% kB KL (0.48
[0.23, 0.73] ) , 1] NF-kB mRNA K#is (-0.56 [-0.88, -0.24] , P<0.05) , ¥WHHG It
N (P<0.05) .

258 NF-kB 72 [HM 2 R AR R Rk A2k R R EZE/EH . NF«kB @5 COPD Mk EZVIM
o, Hi NF-kB 38 G PE AT Y3 R AT I RS 2%, mI{E N COPD AT I HTHE i o

m SEM P ABETMRERE AT REREEARR

R

SRR R B O R BE

BTV A5 B H 02 LA I Bl 2 AR, I E R BN T e R B il JORE s S m, i
SERAVNFE SR R AE M, AT COPD Hisz il T4 A R s | i i B R e 2 4k
AN | Al 2 A A2

rP ZE Il R SR 28 A BR2R TT R e IR BELI , R ILRERE DG R I IRTE IR, $R s shi /) Sz &
PERAIERE. EKRAIEMENE, (HENSIMATER . P Ziaan] /82 a S v 25707 12 B
[ EEHLH 2 —

1. Ghr/shiEg: COPD f 3 4h ] I BrAZ 4 A s b 4 . NS A 25 N 2 ml 3 00 1) = 400 e s . 48
T AEK AN 75y o TR R (ORS00, T e 2 203 pA) 290 o6 o o B 0 1 T T 8 S % 40 i 3 2 1 4
Ho BEPHIAHER. #EH A T umh e 78 FH I 2E 2 um R A8 40, i B R PiIE 2
EH.

2.Klotho: AZE Klotho 2 EAGREAMM ORI ERH . PTAME T PiEeE2MIEN. K
B E R N 7EAE Klotho & A #%3%, H Klotho 5 COPD Ky &4 M. SEH el b
WA klotho JEPRFIAT K K2 MfEH .. FN @44 % D-FGF-23-Klotho i I
A M Klotho IR IL .

3.Sirtuins: Sirtuins Ef T ZRAEY¥ER, 5 COPD KFHEHLEIA %V X AZK 2 SIRTL.
SIRT6. Azt AZ2H Rbl il aliEidiE#s SIRT1/eNOS/NO @ . Sirt3/SOD2 iEi%, ASRE
# Ryl @il SIRT1-TSC2 {55 . SIRT6 HEAELZANM AR EMIEH . 75 3 B il i
i Sirt3 # i KK &K 115 S0 UUAE K & B AL N .

AFTEALER . EALTE LT, FALRIEE COPD EERFHLHIZ — ASBHERASTN
FERSY, alEHA N BE BLEE (SOD)  EALEARE (CAT) .« At ki & s
(GSH-Px) ¥ith: Wb idEbigm (LPO) 7 (MDA) & & . VI8 n i % AR
W SOD R TR LMERREE . SR nl it A B0 0 . (R ISP A KT, MM iELE 3% .
gi b, ARG EAEMAREZNIER, TELZMIRES5RMMPELIRETT, mEE
HRSR A R IS 53] 1B B AR o 8 E RTET X 24 %6018 1 L ZE 1 s U 5 2 WL 1)
AR, Bk Z R G AR R SLICUE e, 75 B — 20 7T S FE

112



v AR S 2 B U e FEMS AR B A i s 2 AR 2 WG

& a) SDC-1 BAgERAS COPD BEFHIhEE. I
A MERXOFERICH

IR
U NI AR R e

B 121 P ZE M i 55 (COPD) 38 SR I v 4 & SR IE G N, RN X KRB F I Th g 2. Sk
I KSR R MRS R % . SDCs B IEMMRT R EARMRIER A2 —, HREIUENS
T 20E SN R . ASHE AT B AE IR Pifh SDCs (SDC-1 Al SDC-4) 5 COPD ¥ ffiTht. 4
B 9 ol S 0 2R XU AR et

ik M 101 5] COPD i35 f1 57 il fd fE ALy -h SDC-1 1 SDC-4 /K*F, K Spearsman’s
KRB SDCs 5 HAh s RFE AR AR I, 28] ROC 28 PFA H A 2 i

£ COPD & i+ SDC-1 fil SDC-4 /K TPt R A, {H R4 SDC-1 5 FEV1/FVC K/NK
IEIHZE (SAO) #BFrtHS. H4h, SDC-1 5 COPD HEIMiEH CRP /K TFEMAHZ, HIHAMME
SMNER COPD £ MiE+HRE T, #EM 2.08ng/ml K, SDC-1 %7 H A% 2t nE
COPD &35 I B FNRE 54 53 73 44%F1 93.4% .

g i b, 1E R SDC-1 KFATRECN S COPD Hg il ThRE Al 4 B JOREAH S bR, Xt
COPD atEhnEA —wfin~{EH. SDC-1 tnfilf2in COPD (1) BE A= HlI #42 Je 45 oy v 75 EL i — 20 1)
WL

R EM AR A FEIR MR ARR . GEFE SR
Fiv e 53858 1 1

T
WS ARV R R RS B J o — = e

WE BELM, 625, CWIRVEHZE R [RIRIEMZREEE, Mipi AR, HIRZEIG
7, ARRNBEBZE AL, AR CT fdos (B 1D XUMBIRI Gk ae, A MR REAR,  HHEHE
A2 RARE LR . Pk R Tl BMERSET R AGE B A BV B EGE, w iR
g BE Lk, 62 £, 2B MEIHIE R LR 18] BVERT IR R, IE P A, RS
HVDIRIT, ARRNBERIZEE SRS, AR CT #ux (B 1) XU Bt k3, 7 (i s R
PHEHER N 2 RARE FEY . Zhudt. IR, P MERERIT R R a v ok, wft
R 2] S 4
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14 ENMRR A HREEERRRNTTER

ZERTES PR

R RS — R B

5 19 VEH ZE % (chronic obstructive pulmonary disease, {&FHJil) J&—Fh ] LATRRS FVATT
(105 IS VERPIR RGP0, HAFE & RREEAZ AR (PR ERE IR AN SR A2 PR o 3 T 52 A a7 12 B il
BHERIEADIL, HIZBRE, BT ERER, AAESEIEAR.

B 0002 BE & 5 32 1 s A BRI O IUIRAE — 2738, 18 SRR S W 51697 .

Frik kA% puomed. HEFIM . JI7SEEERE, XA O SCERIEAT A BT R

GEIR 12 FH I R K 2 AT A M 25 sl LA A S e i B i s, RIS, T B A A i s 5 4
KR RIREL A, BifeE S FFE, CARAGAERRE . B RS HIWOEA . il diAs 5 L0 I
RIS E, 56 B e U ge. 10 M4k A 5 B R LI 00 AL Sk 1
MR . SrkwESHarRES B R R ERE, P aESERE T G R m . 18NS A
HRERBE EE, TENVR G R, w51k 32 80, YA 2 W CIMESE . s J 8 .
B NAMEURE, TEEESAERE, AN dm N ErpRiE S, TR A AT A
fes o BRIERD TR0 FRDRG R L, TS S RATATRER . 2GR bk, R 25 e BB 4 BR324, B M4
TIETHRAR T, FERNN B0 T A 2 A REgOR KT R AR 28 M A8 . 18 BH A B 3 1 7 i
B S P R A e R 2 W S T v, o O T (R O v ORI, DN SR I SRE SN, RN A YR
PRI GL IR RS o 12 BEL A2 I R 2 28 PE I B B 1 R R 2 o AR B B BT A, 1.3-3.9% Hi BLET
FEBAYER) IPA. T Hh B RS IR HURMEAG, 12 EE & F i B M SLhr R R & . RIGITIN IPA JET2% )L
- 100%, SEIRHAZWT SRy UG

L0 12 IH R B e R, TS N M A R N, 7T, I L S 4 1A
HAEF, AR hngn G RS, BRI KGN A, SRR R TR, EIRR SL R E A O

SASH1 RS fbzh kS ERER

ZEIRHE PROL ZRI— XL #hh
T 8 T T SZ R B AR e X

H ¥ SASH1 (SAM- and SH3-domain containing 1) #& SLY JE R KK — R, ENRIESHL R

PRIE, ERRE . R MRS A E R, (BRSSO A B

J7i% SD KRB ICARE (BERREE 10% O2 IKAIE R 8 /M) 1 HJE, 458 ki

U 5*10%° vp 1w gk SASHL (1) | &R AH X% 5”7 ( AAVL.SASHIShRNA D J% %f HE 7 B
(AAV1.NCShRNA) , 4 KEAREE 1 A. i, AO0FENERKRAO0ZWHE
(RVSP) | Ol EMETEAZERRFEE (RVHD | HE Ge 0 22 ifi /)N 3 ik 5 BE L FE
(WT%) , Western Blot il %52 K B itz ik SASH1 2R A R IA

58 SASH1 7RIk PH BLAYLK Rk W i s R B E T, RS KR RVSP JHiE .

O, MEIKES. M AAVLI.SASHIShRNA ] & 2ri #ALE T BUR B RVSP. RVHI I

WT%[H3E K,

51 WO SASHL nJ SR AT B K RISk = &, SASHL fEAE RN PH BTG ITE 1.

AL, AWFFAIERGST PH 4R T — 5 R AR .
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THRHRXERETIIEE MBI ERETRE

B
By T AL R B

B H 32 B2y WU AR D9 M0 Bl v A TV AR e, 8 R 7 42 156 7 0°Re L 15 i) 1) 38 [ 48 BHL Ao By
PEIVEEAOKT, E H AR TR 4 G 3 2 2 By LR I BRI I RE D SR LR &, s = 3t X
T BELA B2 DR 1A o ASHIE T X T4 73 i R DX = [ T LA 1 BELA B v S i F, -
B R 3 2 A8 LI 917 ¥ AT R S B ()i, D Jim B4R i 1 X TR B 7 LA 1 LT D17 96 175 0§t D)
AT I

TiVE AR TR AR BT 7075, B RS AR 7S, T 2018 4 12 H & 2019 4 3 Al
ERMI DX A O AR P A A (FEEALR 12 PR ) 25 ) = BN X A R E BT LA (20
%) 5 WU ST NSURE WG IS8 — . 1746 N A SIS 18 B2 B P VR TSR A A8 . 240k
Pic 5 175 0, % A8 BEL T 51 975 5 I T Fe A95-00 «

G5R LOGERRCR 121X 25%5E 2 B r WML % AT DI RE(X, 95%%L 2 WML &3 E, 95%%E =ML
HIBC % R E

2. 250 BC A% A RIE R BT MU B BE % R AUV BRI R . R SR RS SR 25 W) K 4 By B R TR BOR
CRAE DR e B 90%EE RHUMIIC % 1 IR ANERE B2 i SR IR & KR B2 2R iahil,
50%E NI % 1 KA U BRAE 254 5

3. M TT T 95%IE R MM CIT MM B A%, 55%FE ENUMIT ¥ T UM T2, A=
WU BTN Z59; et femt: SxipURITT e 7 A B v IR v s (i RRIRIE:  25%0%%
JEN R 15 EL et R D 5

A2 S5%EE RN IE 118 BT B E XU AR 2, 200638 )2 HLF A7 £ 18 B 8 5t 2k = 0L
ey re) LR e fei2 .

gt (1 ZXEERESTHE 2 HOCR M AT 18 B2 WA VE I BE DT, FIn K B &g
BEA R AC 5 AL I

(2) ZXERETHERILNE N4, ZURERS . WARENRERE®, .
FIEBRE EAL TART R BARG, 18 BEMBAIT T 1B A

(3) ZXEREIFHAERILX RS BRI EE BT 5 TR L, Fra PR AR BC %
W25, AR AR LI B BRI S, BIRIT F 15 FELA e e T 152 B B 24 it i 4%

THRHRXERENASMEERAEMRMRFEE

EHT
T By i L R B

B FE 2 4R B AR 15 BEL I 0 R0 TR AR A 4 R 6ot 3k T 4 BRI B AR B VR KA AR K S o ASHTE 5T
T T A T I T R [X 38 2 B 7 LA N A R A AT 02 B AR A, T iz X e R AR 18
BELAT MR SR FE Y, X JE S48 iz X 2 R A2 2 B2 76 /K 42 T AT o

TV AW TR B T T O AT O, Il E S A7, 2018-12 F 2019-03 i ER N [X
A I R E AT BRSBTS BV N OTE R REA . SREA R E BE
ARG DA NS K5 8 i AT AL, e BN )2 20 2% B RECh 1 k. FHIEBE#E
DI, FPRAIES B0 Bt

WG 25 8, FHEAIRE 4 4, LT 100 4, AT AR 38, 22 1108, 1R
JrREDT 1138,

LEB AW T I ) 458 4y, BRI 456 4y, HRUAERIEE 99.6%. A RHEA T IHER
39.1+7.6 ¥, KEKLAF27 90 4 (19.7%) , AR K&LLE A% 366 4 (80.3%) , WIZHHRFK
167 %4 (36.6%) , HEHINFK 289 % (63.4%) . 18FHMENIR WA P54 59.97+15.25 4 i
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T SRR 2 WS %2 . 1T BE D =880 20 IR AE 100 43 )5 538 70157 AT i S B 2T
Yy Hkdt (55.85£26.70) , IRIrBEVI TR Y E  (59.27418.84) , WA VI fm
(64.07£18.06) , —HZ [MF¥Er HA G EER (P<0.001) ; AFhE A8 M iR 81E 0 5
TAEERF 2GR (P<0.001) , TAFFER<10 EWEREES S & T TEFER 10-20 4 £>20
FERAREA (P=0.017, P<0.001) , AR KU E2TM2REAES & T RE LT #14
BIEA (P<0.001) , SRHEASFEMSE > 5. BRFRTC I 5 A S .

g8 (L) ZXEZEERE A XS BH A SRR M & PR 0wk, JEERineEiz X 52 e RHEA
StoF 148 LAt AF 25 J6 R P 2 Ak 412 /KT

(2) ZX AR AN B RT3 B DR 27350 o B AR, IV B e 5 4 AR 2 A o1 B e 4795 2
Fp R 22 R, 350 AR A X 2 BE i o7 % B VR A0, X e NBRIEAT R 70, BRI
RIFH

(3) 1ZXH:Z ST LA AR A 12 B RN R4S 2 5 TARSEBR AN 22 A 0%, o SRAE dE AT 12 FH M AH O
(4R BT RV, SE fUnsmnt TAE FF BRI J 2 AR A RHE AR BRI

ETREHFUEENTRREEAMNREN
1R BE A B E BT B

MR R RS T
B WAL EE R

B B AR 15 S0 E T 7 L I iR AR AR T e e 0 e oL 2 ek A B8 2 1) T U R

JriF i 2018 4F 2 H % 2018 4F 8 HLE[ T2k Vifa e ] COPD &4 60 N, BENLS ALK 4LAN
YTRRZHAS 30 Ao XTREAAEATAR ISR . B QIR (46 Geng i e S A . st 4 i 3 AT 15 B
T HE R IR I e k. LLAS PR AL T TRAT AT T 12 &S ABThEE. Eahi /1. AR i R 2 1 s 1
o

g Seind 12 FERiThaE. @shit 77 AL T84l (P<0.05) , CAT (COPD assessment
test) PEorETATIE4 (P<0.05) .

G SLG R E R L, 15 B EUT b A R AR T A A T R S B 2
BENGIIRE . 1Bl f1. iGN eE .

w1 SIHRIBLE 77 8 JAK/STAT EE&xf COPD =&
AR SEERR W

R T3 818 TR XL
LA R 2 KA AR T BR B

HE UL JAK/STAT {55 @B AVIA s, BFA R STH BRI 5B EMZ M RBOCR, Wi
2B LR 7 s COPD R e MR IR I E FHALH .

FiE EEL 48 W SPF ZilfEtE wistar KR, 2 NIEWA. BRI, 2540, hahmnlgd. e
A, PAEAEHL 6 4, AN 8 R KM . KHEHEMEES S EHMENE LPS 1
TFVFIERL, BPE 12 B RS — RIT M A niesm . B AGHEHTEE, A, A
SRS, BEREAREIARESAE, WAHRNEITAEESL. EFATT
Tl

g SO 84 RAIEKR, WHBUMALMMERA, WESHRKRIMINGEE, IL-6 HMREFM,
JAK1. STAT3. P-STAT3 EHHMKZAEEN, JAKIMRNA. STAT3mRNA. SOCS3 mRNA A 1]
Kk TEM . SCIGLER. KIRITHL IL-6 AT M m T IEH 4, (TR, W8 7 A 24k,
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TRIT AR STH AL IR A S, PARRIEA IL-6 HUER TH AP mFEAMTEZAH, T
PN IL-6 RIAFHBCRA W LR =H, FNHZd, mRRaMG28HE R AR, /£ RT-PCR
KT, T2 &4 R TE 25 I R4 JAKIMRNA, STAT3mRNA it ik, {2k SOCS3
MRNA [F1IE WITRE SORE RV, Herpp 2y b s e 2 2 c Rk iy, 2R BEA g2 (P
<0.05) .

258 R AUHBEE L T el JAK/ISTAT 155l B A= A% A7 SOCS, % COPD #74 K i,
(PS8 RAE S, HB o GE G ThRE, AR T AL L2 A | S EE AR IR

¥ GOLD & GINA 2 iEns-18PEESE (ACO)
BN ARER

EISEE
i B N R BR B

TG-S PG E S (ACO) MR, Bt 2011 FErG¥E A 1S RH L IR FE 1 T B -8 P VE &
RAUMPIMEE, T 2014 F, GINA BB E S 2:51E (ACOS) Fl NHp—& KK, 2015
£, GOLD IE= R ACOS, 2017 4 GINA Hil GOLD ¥ H. 5 4 Ky -2 H il &S (ACO) , {H
HARL A2 WRE. FEZIEFERENCT ACO MK ERZ, KT ACO #. HE,
WU BAE 2016 “FDLJEEEAR LA FHOCSCRRIE S, filn, SRS T ACO FEHEL
ZWRE . AT, ACO MRS IHE H A 15 i A AT 4 1301 0 Fity A1 BELI OC 3R BB IVRyE AN, A
ACO (14 H 7E B Ry B/ FZ BE I (176 97 388 w7 kBB S FE R . Bk, AT AHE ACOS TR IR
), EAMNZEMSIEERKFEN THATE ACO S AIEM. B4 EEKIE GINA Al
GOLD2015 %t ACOS itk & R A [F = L

MALAT1 2 FE &R BT BEET eifde/akt {5515 F#%] PDGF-BB
HFSEFRA AmpEENIE

MRAL T 22 PR 2 i 2
LHEHKYE 2875 HALER

BB SE- P VAl (ASMCs) #3858 58 AT # 2 8 i <08 B A ) S B fE . AR,
INCRNAMALAT1 Z 5175 Z Mg AiT 2 . S8, HAT MALATL ZE##% ASMCs (13958
AR IVE R MANTE 2

J7ik ik PDGF-BB #ll# ASMCs L Fi MALAT1. mir-150. e | fde , [A]i RS040 o i 184
FEFERS, [FIBX RUfE S A k t ZEATH0.

£5 58 1 PDGF-BB il i MALAT1 / mir-150 / e 1 fde / p Akt {2k ASMC 5 FIiE#% .

98 MALATL fEABEIGFE AT h R EERIVER, A SRR 1E Y7 T A
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RERSBMEAEMMEREERREREES

AFI A
h H Ak B B

TEVE B ZE PR O 2 — Mopi ARG . T EE RO R AR R W AR RO e, 4 R SR At
2R AT S, BRI AT fE R AR TS h 3R BTSSR SR RE . B
AE AR AP B E h 2 L, IXAMEREUE S BRI IR T S4B, SRR R
Wi Jm RSESE I B, BURS R B R 1 A Ry A

ASCE BN NE B ZEVE RGO KR A SR B IR R IR 216X L5 T REAT ) 22 ik, HET
RPN BB I HE AR, EREAFHARES. OEEE. ZERT. WRRRAENES,
B e o M BT T

BT HHEARRS, REIRT IR B RS BG M, MR BRE ISR g B s s
71, VAR R MERESE, S ARG AR ZR . PRI SR AT IE s gR Rtz sl
SR RAT B TS B B R R AT .

PEBR MR AR B4E S COPD i in EHA{E B At 18] RO Tl -7

ARG
WS ARV R B S B e 5 — = e

B B A1 BE AL 1R S0 20E R R Rl B T S, T At N U R B e R PR A S R . FRATTI
WFFE VAl T 10 B g B M b 4 B e e, T e AR B T (LOS) g 1 [H 2 14 i
At nEY (AECOPD) HEHI*ZR.

Jrid BATHEEE T 346 44 AECOPD B3, FFAE NBEIic e i 5 M g B R 4 i S . B E 1R
Z R ERERSTAE RGBT, HESMRERE 8 M TIiTIaEN =M 6 8 P17kl . H ROC #h
LR M FIPERS LOS Mg IR MR 41 A (A A4

4EEL 346 ) AECOPD 3%, Hrh 333 i (96.2%) A FM:, FIER 74.9¢7.8 &, ¥ I
A& 1 # (FEVD) 43.4+16.3%, WERRMERIANAETHEL, WEBR R4 435 F LOS B 741
(DY Rr Al e (IQRY ) 20514 0.11 (0.25) x109 / L, 1 (3) %A1 5 (7) K. =5 K
A LOS fENBILAE, WERRIERIZNM /R <2% ) ROC ik mtrai foh (g P (AUC)
0.666, P <0.001) , Iff"& & K02 f it %1 <0.144x109/L ff) ROC HhZk 7 #r4s B4 (AUC:
0.645, P <0.001) . FEERMERILNM AT LA E K[ LOS, HAZER, MIhiim.

5 NBEIT R R R4 ifi<0.144%x109/L 5¢<2% 5 AECOPD & 1 B hf a4 5%

1R 1P E M AR A F R IR AYIE R 53 4R

Wrteds 1 ol 2 Butiee T W] T BAESE T IR LK EIE R iR R R 2 R !
LR ZE GRS MR EE B R S e B AR B 2 A 2, [ BE RS2 5 — MY R B2 B IR 15 S O R 22 A

B i COPD &I AN B 2, IR B[ IARFE B 0 9 5 COPD JEMRIEA T IR &
FiE U\ 154 ] COPD i3, iR, PPl EEERERINIER (HADS) Al COPD
PEASINR(CAT) ¥4y, BUB/RITNERER (HAMD) 4y, WH/RIifEEER (HAMA) ¥, %
TRIRWPIR ) A 7 W% (SGRQ) &4y, PRI (mMRC) ¥4, 45&MTheee, %8 HADS
211 RRNACAEEELE . AR T 204, TSGR 2 40 RIS HAMD. HAMA 31T £ FE AR
I, WEEE RS 25 COPD B MIEHIR R,
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g8 154 f5) COPD E&EH, 41 Hl&HERINARRER, BN 26.63%, HHREEERINM 19
B, EEAEEHALEH 16 B, COPD A IFAEMARHAEMER . Fh. W W, BE K
5540 COPD L% (p > 0.05) , {HIERMEH B ARIKANBELLE] . BORBEIET. izl
Be s 3. 4 FEBEHLHEZE ST A4l COPD 4l (p<0.05) ; fE5 COPD JEIRIFE/r 5% R IIWF A
i, 5K HAD iF4r5 HAMD iF4), HAMA iF4), SGRQ &%, mMRC P4 2IEME, Sl
fE FEV 5TiH{E%. FEVI/FVC E A (p<0.05) ; RIS o brss BB /R & s
FFEHIHE COPD i3 HAMD 14 . HAMA 3#4r. SGRQ &14r. mMRC 4. FEV 5 Fiit{E%-
FEVL/FVC %44 3148 5 A2 [E 404 COPD Hi# % (p<0.05) .

2 COPD & HFEIEMAT B R, HERMMo SRR B R EES 2 IEMHEX, #
NI PR_EAEVRIT COPD i3 F R i R 38 75 53 R ks phogm ,  DAE— B4 s 3.

PM2.5 3 ARE#X ACO BEEMEIGKIEE

3% EREE HZ R
AL RS2 5 — e

B B i I PR U A b R R K A EE e B A B I A 5K M X A NS B il S ( Asthma-
COPD Overlap, ACO) %, 73 PM2.5 % ACO 3 IS .

J7i% LAE 2017 4 1 A & 2018 4 1 A MRS H A K E= SR ETE (AQD -PM2.5 % .
2.4 2017 £ 1 H & 2018 4 1 At A S AL B ARl R 25 2 Be i oy BT B 1612 14 FH 28
PEAfZ (Chronic Obstructive Pulmonary Disease,COPD) & 29 51| Al 3¢ /<85 Wi FRg i ol . 3k
kR 2 W ACO [f) i BEAT I AR R 2

SR 1. FERR N EE B T Aok, R L2 T B, ACO BHEBMEZ T4tk (i
(1 BEL i e LL eI 2B 5 [ ACO B BRI L 2 (P<0.001) , ACO H bbzms: s Bk
FIptE % (P<0.001) . (K1)

2.ACO B35 104 Bt 15 BE AT A0 B2 i 2 25 i R i EE N 17% (P=0.005) , 74 Be i BE Al 8 3 ) &
it by 22.5% (P<0.01) , 7R B (1) R M s L =ik 40% (P=0.001) . (% 1)

3. A AR S PM2.5 BB % (P<0.05) , i ACO MIEEN: KIkS PM2.5 4 —Eta,
Ltz . (K 2-4)

4.ACO HBHZW B IF 5 PM2.5 25 EMH. (K 5)

5. 4z A ACO ZLIMLH #E EO%IIME KT 2.0% (P<0.05) , i B4 BE i 25 N2 4k e ot HE 2 .
WL EO%IIME/NT 2.0% (P<0.05) , Fr ACO il M EO%INEIAE] 3.98%, ik T #al
BN ZH 1Y) 3.21%. ACO 4 EO% (3.98+0.046) R & T Haif@pH/iizd ( 1.12+0.015) AI{gFExT
M40 (0.78+0.014) (P<0.05) , HETH4iBEmgdl (3.21£0.040) (P>0.05) . (5 2)

G50 LAEBE IS B . B R . ACO B i I M R AT P B 25 5o

2.ACO 3 TEAE B 1% LT 55 3 v 1 R 0 A4 kAR T 70 (3 B B ity B8 v (A R I A A L

3.PM2.5 7 —EFESE L& ACO &R .

4.PM2.5 2=/ #E ACO i E MZWOREIR I R EFESE

5.ACO 35 5 FRalifg BH T Az fa FE e N L H I EOY%IAE /KA B & 22 57
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AERERERE S TES AT AECOPD H-£& it faiim B E i1
& RIT B 22 VEM

i34
LN

HE WELFELWKE (Dex) BEA JC 0L E < 78 96 97 18 M BH 28 P il e s 200 i 5 1
(AECOPD) Jf & Jifi 14 i £ PO AR ISE P 5 1) B JHL A vk 2 4tk o

Fri% ¥ 80 1 AECOPD I fiti P4 i £ 3 2 R BE ML B - 37840 ioxd R ZEHL A Dex 2H, &4 40 i,
XTRRZE T A28 AR fE P RGBS SEEYT s Dex 4L7E FIRHHUG YT IR BC A A7 SR FERK
EFKENEFRTT . 00 2 HEERITRIEOR, MK SHBKIME D B M At [
HER, LRBESE R L LOESEFER, RN 2 BRI B R ERE TS
FL#%,

SR 2EIPTR . . R R EAEREE AR A, 2 AEFEOR MK &S ki S
MRS R A RGRIT AT TR, A ARG RTA T TR, Dex iR YE bR AR R
e, 2R HRASHEE (P<0.05), [FIFAITE Dex 4 HHfE R AR, TLaLESA K
REHIRA T, OB EFEE BN R, Dex dBFMESINAE. EWAEJ). W IREUL
e S RAMEL LR EZR (P>0.05) , Dex HEHIER LAERBENMNTXIRA (P<0.05) .
G5 A7 LK E BEA LAIE S IATT AECOPD I & ik (A 25007, HIEHBEA R RN K
"4

T OB SEKSERNIII%ETT AECOPD B&—4fHl

JE
B ER —BRb

BIS 121 FHZE PR 2 IR R G I, AEZ5iaT F B SR T A COPD #Rifkiayr
HEZ—.

W AR, B, 67 %, k. k. MR 10 K4, INE 3 RPABL. B 2 ERT Y TR
WO, FRIESNZIR, 2 FIRAHTT, KIIRESYT, 3 RET RREEIRF X, BEE
e W 40 RAE, B 10 S2/H . R SPO2 83%, BRI 25 WI4y, atkigs, g KA,
MR, XU A2 iE &, 2 XUMIPE 5 55 . B A % M. WBC 18.67x109/I, NE%
0.87; ESR: 71mm/lh; CRP 341mg/l; Ifi’ 5.7 #r: pH 7.36, PO2 48 mmHg, PCO2 84mmHg,
SPO2 82%; HF. B, OABGAREY. D-—RMA&. BNP. SEILEUREIES ; OF: MshhkE
Ji¥hwE, EEETIRIIRERGE; T CT $eni8s. St ABtfaife: MMRC:4 2, H¥&EiGRE
71: 5 %%, HAMA iF43: 28 4. BE NGNGB, ANREEIFRA, HHEMEERI. AB
Ja AT T YUY, 1E0 . SABA+ICS+LAMA W A4, BEEIRIT HEINT: 518X E8F. Ll
IR AL @S PP IhRe N g: CRE PR A HTRHIESNZE) « AOERNEROR. VU H = Lz
g Mrigsh. PR SACE, PR, ARG A BRI TLaE S N 7. 09T
1 FJavHl, B MMRC K HHEAERE WA WA B EGE, EIGEIFRALAHBNE S N Z3hhe I
ABERS B s, "TLUEHIATEZ 20 2K, HAMA ¥4 15 %r. Za @ mibe, HEEadksfgia
I, ST FE AL EE S, 8 Gk Vr, B ok b & WP LR 215 8 2 A A 8] TG 6 i
R BRAEEARIEO N2 P AM0E, A & i B

BE WHEHLTANNIRAET, N THERREM SR, L@ EEEsnIZnT DI E B
BEN 7, WIMEERITE O, GBI E.
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HI¥ OSA 5 COPD ¥J4:0 MU F E R R 3R, P8 HAFIIRFIR B & 25 G 1E(OS) [F] I A7 7 [H] )
RARFREARA, O MERFSENTE, OS HACAFTE T it 5 5O ™ 5 1) 90E 5 A0
KL, AR R A (PMND 8 T BB AT N R 45040 o I/ P 40 4 2 o I A 0 2 T ik
fit, HETRT OS P A4 B /K-F A HLEE M ANE 28 . AR B 7ERTT OS B A S 4t
A3 P H PR 4 5 LA PN R 4 ] PR 52 ELAE R BILA

JiE DRI AR RS IR % AR o IR, o R B R S A R B S PMN RN
R BAE A K BT LR BT . FIA . ELISA. gRT-PCR. Western blotting %54
Y% 5 53 A28 F By A IR BB PR A A PMING TR T B3R A0 s L P B 3 () 2
CELREJE T B AR AR LA BR B 73 7 ICAM-1 fil VCAM-1 [3RIEARAE) 5 S RLIORN 2 5 S5 o
ot PMN 2 TR AT T3 K] mRNA Rk

iR ESEAMER T KR AP YRR TR, AU RIIORT SRE S R4 ] B 20RO 7 2 i 4H.
s, MmN ARG, THUEA BT R TS A LR SRR B TR K N AR D
i ESOMERT RR PR T IR, AL REOR JRE S B I 5, N EE I N R A5
o PUAATTAT LD Rt i B 10 78 PR T, IR IE R A T 22, b AL SR 0
L, ATHR/D AR 240 B ) 453473

Adiponectin antagonizes LPS-regulated airway epithelial
cell secretion of inflammatory factors and its expression
is influenced by inflammatory factors, LPS
and apoptotic cells

Hu Liut Huo-yanTang ? Rui-yingWang * Jian-yingXu *
1.Shanxi Bethune Hospital 2.Shanxi Medical University, Taiyuan

Chronic obstructive pulmonary disease (COPD) is a common chronic disease in respiratory
system, and many studies have shown that adiponectin is closely related to COPD, but the
specific role of adiponectin in COPD is still not well understood. Detection of patients with acute
exacerbation of COPD (AECOPD) showed that adiponectin expression increased after treatment.
When human bronchial epithelial cells (HBECs) were stimulated by different external factors,
TNF-a and apoptotic cells could promote adiponectin expression in a dose-dependent manner,
and apoptotic cells significantly promoted adiponectin secretion. IL-6 could also promote
adiponectin expression, but it could inhibit adiponectin expression in high dose and long time
treatment. LPS inhibited adiponectin expression; but when HBECs were pretreated with anti-TNF-
a and then added with LPS, the expression and secretion of adiponectin increased significantly
with the increase of anti-TNF-a concentration. Adiponectin could stimulate the secretions of pro-
inflammatory factors in HBECs, but with the increase of concentration, these secretions done not
increase significantly. At the same time, adiponectin promoted the secretions of anti-inflammatory
factors in a dose-dependent manner. Although LPS could also stimulate HBECs to secrete pro-
inflammatory and anti-inflammatory factors, adiponectin inhibited LPS-induced pro-inflammatory
factor secretions and enhanced anti-inflammatory factor secretions. Therefore, many factors can
regulate the expression and secretion of adiponectin, and adiponectin can regulate the balance of
inflammatory response and inhibit the further expansion of inflammation. These findings will
provide better guidance for the application of adiponectin in the diagnosis and treatment of COPD.
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AR EERAEERFAMABUN BN APH
{ER MR E ARREF M F-1 HEEER

ML
REETT =0 B2 B 73 B

B #R 5 o ks 0 i (PMIN) 5 I8 P9 Rz 2 i (VE C) FAZ HAE FIA(E B8 2B 2 4 E e BSOS P9 R 4245 v e
FEC 11 FH A K 55 200 P [ 2 B 01~ (ICAM) -1 (194 F BIL A o

J7i% B RHORE 4L 16 451 i B 5 R 25 i A B Bk i, & N 2.5 mL B RHORE 3 40 mL, o 5 3Rk AT
10 REUKE. (3 WUR S ERAE B OES B PMNK PMN 5 VEC B RSLEFRR 92t 4] 5 s al
VEC 5577 [0 REZH [RI T B 1 40 B 7740 N5 97 4 0, BLR] R B R R} K 2 i = e P IR, 5 s B0 2 R
i B RGHAT R RS A R EE 8 h, & ER 50 B LB VEC. 2 ARSI - iE W (40 i
AE(L)-6. MIREIRIER T (TNF)-a. ICAM-1. %8 LA E (CAT)IE A - (MDA) K & :gRT-
PCR #6ill VEC {28 T-3E X Bak AN T-JE K Bel-xl mRNA RIE/K .

gER 620 1IL-6. TNF-a. ICAM-1 & MDA [ FE 35 i T B 2H, 1 CAT (3G A {EAR T2 . sk
540 BAK mRNA. Bcl-xl mMRNA ik /K V-3 T 6 40, 1] Bel-xI/Bak ik T4 4H . 52364 ICAM-1
5 IL-6. TNF-a. MDA 2HGRIIEA, M5 CAT. Bel-xl/Bak 2R 58 1 FAH K.

258 PMN 5 VEC 32 BAE i 8 S 25 S AEFT B & P B 5405 58 ™ 8, B ICAM-1 7 it 1 8 2
EH.

Mechanisms of vascular endothelial cell injury in response
to intermittent and/or continuous hypoxia exposure
and protective effects of anti-inflammatory
and anti-oxidant agents

Fan Xiaol?
1.Tianjin Medical University General Hospital 2. Tianjin Third Central Hospital - Branch Hospital

Background Hypoxia induces vascular endothelial injuries; however, the mechanisms involved
and effects of interventions remain unclear. Objective Investigate the inflammatory response and
oxidative stress in co-cultured neutrophils and vascular endothelial cells, apoptotic changes in
endothelial cells, and effects of the antioxidant, Tempol, or the NF-éB inflammatory channel
blocker, pyrrolidine dithiocarbamate (PDTC), upon endothelial cells under conditions of
intermittent and/or continuous hypoxic exposure.

Methods Polymorphonuclear neutrophils co-cultured with human umbilical vein endothelial cells
were subjected to the following conditions: intermittent normoxia (IN), intermittent hypoxia (IH),
continuous hypoxia (CH), intermittent with continuous hypoxia (OS), OS+Tempol (OS+T), or
OS+PDTC (OS+P) for 2, 5, or 8 h. Inflammatory factors, TNF-a and IL-6, the adhesion molecule,
ICAM-1, CAT activity, and MDA concentrations in supernatants from the co-culture as well as
pro- (Bak) and anti(Bcl-xl) apoptotic gene expression levels in the endothelial cells were
determined.Results Inflammatory factors, adhesion molecules, oxidative stress, and apoptosis
genes in all groups showed significant, timedependent increases as compared with the IN group.
TNF-q, IL-6, ICAM-1, and MDA levels in the OS group were increased, while CAT was decreased
as compared with that observed in the IH, CH, OS+T, and OS+P groups. Bcl-x1 expression and
BcIx1/BAK ratios were decreased and BAX increased in the OS versus IH, CH, OS+T, or OS+P
groups. Both pro- and antiapoptotic proteins showed time-dependent increases, while the Bcl-
x1/BAK ratio decreased over these times. Tempol and PDTC partially prevented these effects.
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Conclusion Inflammation, oxidative stress, and apoptosis are all involved in vascular endothelial
injury induced by OS. Antiinflammatory and anti-oxidative interventions can partially improve
effects of OS.

SN HMETF 8-OHdG, T-SOD k5 CcOoPD &#
IWHTHEERER I X R RIERE X

5 T RWER HETE ELLPH BRG 283000 BRAETRE 9K DT TKAE
AL P TR R BB

HE G o L R R 1 8-F8 3 it AL 1% F 12 (8-hydroxydeoxyguanosine,8-OHdG) . &4 ik
Y 54k B ( Total-Superoxide Dismutase, T-SOD) X} 18 % FH 2 4 fifi 5 5 (chronic obstructive
pulmonary disease, COPD)f:i\FITIREFENG )28 &R KR L, NR COPD Jf A&\ AT RE RS
LT TR R 6 T B

Jrik L 2016 4F 1 H-2017-12 A ARFERFIREMERE K COPD @i dE &, 4 ilidid S REFI/R
(montreal cognitive assessment,MoCA) Pl R FATINFISPEAL, ARYEE 7045 Rkt COPD
PEINSN T BE RS 53 BN BIZH M2 2l COPD 41 53 JuntIBLL, H w22y I HEAT — RO PR BERH4)
Mr, [ BEE S s R Bi2: (Enzyme immunoassay, ELISA) #:illpi4H &+ 8-OHdG. T-SOD
AP IR M AR e, il 2R TAERFE 2R (receiver operating characteristic curve,ROC)
P FIR A F7E COPD I Jn T Re R AG i 2 1 M IE IRANE . 3T SPSS20.0 Bk T4ttt
3T

53 1 COPD B thilnEmS 4l S s COPD 4tEnl. i, MERBZUBERERTLS
R (P>0.05) . 2 %} COPD HNAITIRERERTHEAT OR {Hr#T, 13t T-SOD. 8-OHAG &5
COPD fE\EfEIGH K R, 3 8-OHAG /K-Filill COPD HF N ENThREfIG ROC #h4k Rk
0.786 (95%CI 0.691, 0.881) , H REFEAFK:RIE5 AN 63.8%F1 99.1%. T-SOD fitill COPD
BEINHIIAEFERS ) ROC M2k R AN 0.733 (95%CI 0.638, 0.828) , i R FF 57 43 5l
“N 90.6%71 49.1%.

Zi COPD H#F MG+ 8-OHd G. T-SOD /K-FHE5INAEIGH L, 8-OHd G, T-SOD /K-F1
i, COPD B tEilsniEtg it B . HiEd 8-OHd G. T-SOD /K7 a] AT %1 Th
Aedif, —&h 8-OHd G AR MR FPE, T-SOD A %5l 1 HUsk i

R EBUTIS AT LME o B 1R PR A = E 12 R 7 B fE i ?

Wittt t 52800 2 SREOR 2 ST 2 RIS 2 XK 5 2 42440 2 X 4 2
L= —BER 2.8 ERR R T R

H W PRI IR 2 6t 1 1218 MEBH ZE PRt (Y2 BE D ™ E R B2 1 R W4 .

JriE NIEFRFE 2016 45 5 H~2018 4 5 A I & IS S BT B, AR PRI S W 2 53 FE I
X738 5 FRAL, WROG S IEH, PP, RIS TS, R B RS, R B RS
HFnY, % GLOD fErgdt T IiThRE > 9. 2T GOLD & Fd FIRK P bR 1E

[X 7315 BELA AN 2R 12 P B & (ACO) 2 s

G5 ONYUIE LT i 809 B, “FIERS 61.7429.9 %, ik 732 41, Lotk 77 B, ANALN GO
f£ 5.86+7.94 4F; ¥ GOLD #rifE, Wi at@RHMGHEE &L E S 85.2%, HEE&LLEHEH N
48.2%, HE—HiZWr ACO N 295 fil, 5§ 37.1%. ANOVA Wiz 5 4l/alfEmfE. FEVL.
FEV1%, FEV1/FVC. FVC%ITE/E & 2%, FENO. MRC. FVC R B &%=, 4 LEk
W, FEV1 (UIEIEHHS AR RAGFELEZS, FEV1%. FEVLIFVC & FVCY%I{NTE &% 1855
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HANE Z )59 &I T AT =R, HAWENIAFERZEZR (P<0.05) . ACO ALk afifg fH i ZH
Wrs AR E 20 (x 2=8.08, P=0.004); Spearman AHZ< T x: Wi i2 WY 35 55 520 )™ 5 2
J%. FEV1. FEV1%/}: FVC% & &A% (P<0.05) , 5 FVC. FENO T &%,

25 IEUrie v DLE N 2 1% BELT ™ S A R AW FE AR, IR PR 75 I om i)

OSAHS K OS BEINgERSEREXERS T

AT
REBERA BB

B ) AHIE 530 %) Bl BH 2 P AR I 2745 (Ol S 25 A i OSAHS K B & 45/ 1E OS B gk A
& FRC KAHEH R0, MR FRC K245 OSAHS K OS i ™ mAR L s, W
Fr AR TE OSAHS J OS B3 (2 W1 59 175 M 2 R FE VP4 7 T PR

Tk e 2 FHEAR IR PSG K # . MiiThReAS A ik i Frall OSAHS i35 256 i [ OS i 45
B, 1. MEEWFTH4E OSAHS 4% FRCY%pred ARAL % BEIRIEIGIE ST H AHIL B B 455k
Arl, FIEFa%0 ODI. SHEHRES (8] TST. SRR TH (0] MAT . ~PIJIEIRE {50 (6] AAT. P30
AMFE MSa02. HRIMAMAE LSa02., M T 90% M a] b &1 i) [ 5 4 b
TP0% 5 HERRAH SCHEFR 52 . 2, BF9E OS 4l COPD J*EHIZEXT OSA M. 3. XfH
4 OSAHS 15 OS AHWi4liH RV, FRC Mt 1185 2 AHI. Arl ZEHERRAH S FE bR dbAT Lh AL o

GEEL 1. {ER4i OSAHS 4 H ¥, FRCY%pred 251k 4[] 7E AHI. Arl. ODI. MSaO2.
LSa02. TP90% L #8 B A 4iil ¢ % % (P<0.05) , £ TST. MAT. AAT L L4 il ¥ %R
(P>0.05) ; H FRC%pred 5 AHI. Arl. ODI & TP90% 2 7K, 15 MSaO2. LSa02 £ ik
% (P<0.05) ; 2. H. EE COPD K4 E COPD HAMIUIE TLCYpred. AAT K&
MSa02 I EA %t X (P<0.05) , 7£ AHI. ODI. LSa02. TP90%%54ekr ¥ LG it %%
(P>0.05) . 3. OS 54 OSAHS AF4lAfE RV. FRC. TLC. AHI. ODI. LSa02%.
TPO0% A 4iit ¢ 7F (P<0.05) , OS H#Ha OSAHS 41 RV. FRC. TLC. LSa02%.
TPOOY% M #¢ =, AHI. ODI K, 1 Arl. MAT. AAT 2 W4 A B4 2 % (P>0.05) .
28 1. FAIMER FRC AT DN Rl OSAHS B i ts e B . 2. 7 OS BE T,
#H. WEE COPD 45K E COPD AW4dllalfE RV. FRC % & AHI. Arl. ODI.
LSa02. TPO%LEHENRAH ST LG22+ . 3. OS MEH ALl OSAHS HE A, i
2R3 I AT fd OSA BIRFE kAR, X OS ' OSA HA5 — e FE B IV AR MR R 1R FH

A$5E A If1 D-—B{7 AECOPD BEHRIRER N 94

B 2 VRS 1
LABRLBE RIS B 2 AR Y4 1B

HE 07 D-—SRAAFNUS S A [ fEFa 2] COPD #3%. AECOPD B% MG HMTRIAER, 4
Hri5 AECOPD B & IRREFERTRIT 45 IR &R B ROC #hZkm#r D-—FRAAFMIES & A 1 XF
AECOPD fJiZ it/ fti, y AECOPD K2 W A5 AL F2 AL FE {1k 42

ik 2016 45 6 H A 2017 4F 6 H YR e S5 i £ o A 2ok in 28 39308 BEL 25 3% %% 100 1. @il
T R 15 B AR 1T ) 5 RERAFAERE . PR, W97 T RANGIT A R . KRR 1 AN SR
Bekbe XFRTE B IO G A R K 2mil. i 4 E S L T ORI IS D- R AR dlids
AN A B R GIEA I ME VS E E 1K

58 FaE ] COPD fl AECOPD B PR Atk LR EMZER . AECOPD B &1
WIESEE | A1 D- BB E & TRaE ] COPD &3, WUSEM | D-—HRAk. UUSEA | A D-—
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RIEBS WM& T A 2 52 0.665. 0.825 1 0.822, A 4iil2¢E L. A MIhEE D %
AECOPD B MIFE RIS E A A D-Z R LR EZR . & IR AECOPD &4 Iig
RIS SR | A D- R AR B3 m TR G IR S (1) AECOPD J5: TN IR 5 v 1 70 A -
WIS E | #WTEZ 0.008ng/ml, D-—ZRAAMENEZ 0.55mg/L, A4l m . ESMEME
0 BE it £ () T B AR B AR — SR S I AT 3, WIS R | R D- SRR O
TR 2 I EAREANME A VS S | T ﬁﬂ:&, 21 {}\E’J D = RARAEIKIE 2 0.515ng/ml; 22
W) D-—RARRI#IME 2 0.805mg/L, HA S 45 )5 ONFETS ) AECOPD s I i T AL
B | R D- R AR R E S TAREE
4518 1. AECOPD &35 Ml NS S 1 | A1 D- SRR B3 & TRsoe Wilg B 38 . 2. D- 54k
Xof 2 R Y0 PR A TR, T LA AR |k s o S0 LA e R B . 3. A IR
WA YRYT S5 JRIRAET L ARk S I A A P AR S ) AECOPD B, AT
=AM D-ZRAERRIEKFREE . 4. DIASE A 1>0.008ng/ml 5% D-—544>0.55mg/L i, %}
AECOPD &35 tH IR 2 v A {8 ; D —%A4£>0.515ng/ml f D —544>0.805ng/ml 73 5l % A&
K—FEHI21 K 2 RSN EA T E

B4 E M ERIER S FRSMESEEMRNR
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A 248 ST B

HE 450 5P P 28 PR BRI R B 15 27 5 F (OSAHS) S1HIE K FIIE R, HHriem Bt OSAHS
B R OB A SRR R

vk R RS, W T 2016 4E 1 H & 2018 4F 6 H RIEHER 2 IR B I 5 1 80 22 27 RHK)
BYEEE 264 GIE NI SR, WEEM A RIEKREERE, BiE—REE (ER. SHRERT
(BMD) . [ . R . grERERTS) , 25 IR EAACKE B R (ﬂ}”&%%ﬁﬁ%?ﬁ%’&
(AHD . ®{% SpO2. “‘F¥) SpO2. Sp02<<90%IHf[a]. 4EPEFEH) MUk E KT (EI0 A B
R PR MR SERE. RERM AR IR, AR 2 FHEENR S R A R
STONHAERPEAL A OSAHS @, T FIRTabRIE AL A1) 2 5. 8id Spearman FRAH G4y
M, TR S S DURAR AR CME . I8 2 o2 Mk RN FUPE IR 5 A5 IR AR 2 1) 2 TR A7 e 2 1
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gR (1) FRERAEPEA KL OSAHS A, ZEREASHFE X (P=0.816) . OSAHS 4
HI OBMIL FiHE. R, EEERTOYRTRAES, BNAEREAERIT¥E X (P<
0.05) . (2) OSAHS HMIFIREEESIEEL (AHD . SpO2

<90%F ], A FEFEHEY & T aifFiEd, &K SpO2. i SpO2 PR T paifrEd, Z2REA
Git¥#E N (P<0.05) . (3) OSAHS H=Ek T HaiftEd, 2R BEARIFE L. RiEFER
34, 7 18-30 B4, 31-40 F 4. 41-50 S EH/E OSAHS 45 54l BFE éﬂqﬂﬁ’a%%‘ﬁﬁ 4
MR, 1E 51-60 S Kk >60 PHERAEAGRITEER, HRLIEBRBTLTHEER.
(4) R EAMPEL, BAELMEREHRGEER, B‘iﬁ‘%ﬁ'rﬁb@, LK. (5)
S 5K SpO2. T Sp02 RIEMZ (rs>0) , 5 BMI. . EE. AHI. SpO2<90%fHf
. AR E AR (s<0) . (6) i@ T%m%‘%ﬁlﬁlﬂkfm, 25 BMI. FH K AHI [E 47
TELR I TR OE

25 1P S5 OSAHS KRAERGKEK &R, 2. 51 OSAHS HE i 287K 7 T B, OSAHS &
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st E R ENETERA ISR E MR R
B RISEMLYEMR

TR
R R R S e Y T R R

B e b 2 R i 18 R BH ZE Vil %% (Chronic Obstructive Pulmonary
Disease, COPD) i fx & AT W B R

FiE 720 BINGEEZPRENL /> AHEFA (570 ) FAMTIRIELA (150 D , HIEEHE R &I
BATHE SRR . HEFHTERE G e 4554 B oE, WUE4 7R DU IE 7] 25 0 2L
s

R 16 MG XxHTE 8 DiKHEANRANE, 2 Hl&F. AEIES (Body Mass Index,
BMD WS ARE R0, R R, RERK . e, diek. &2
FCIE A M A5 R 4% H P20 E, ROC BhZR 0 Hras SR LL 17.5 40 AT A, 1n) 36 I BBUR I N
80%, FFitN 70%.

G50 VI I AL THREIR i COPD fifi 25 1) 565 T FH K i 2 v [ () COPD &1 fE A\«

Rab26 BIF R EH S Mk AU ka5 F BEAN R

BRI ZRAEE BRAll £
LR B AR 2= g PRI A

H i $RR Rab26 7EIRAE 7 T 1 2 ik L & 38 58 A 0 V8 B BT 5

FiE KRS CEIE VLA (RPASMCS) RF4E & #2171 1% O2 [ EEH 48h, 233l %A Brdu /772
western blot FIji=R4EAR (FCS) A4 i (385 /K ¥ & Rab26 £ /K LA A A i |- ATIR [¥)
¥, N Rab26 siRNA Fifk RPASMCs 1 Rab26 &, HE T 1% 02 KM% 48h, 45N H
Brdu J5v%k. western blot FyiA4ifi R (FCS) #4385 /KF & Rab26 & H7KF-LL 41
5 b ATAR % #:Y« Rab26-GFP fll Rab26 siRNA J& 37 F #ji 5¢ t Mmi Ak ATAR 40 2e
EA7; M Co-IP fjll Rab26 5 ATAR MIAMHEAER;: tbah, ATIENH western blot B 58 1
RPASMCs 7E{RA AT, ATIR #3077 LA K Rab26 siRNA 4bH 5 PAK (p21-activated kinase) -
INK B8k ; B Brdu 774l PAK siRNA @ik PAK J&, S FKE T RPASMCs 3G 5E 1%
o

GER LT E L3 RPASMC 5, JF 1 Rab26. PAK T p-INK & (A 2814 DA K 40 i fiE 25 B
ATIR %R . Mk Rab26 J&nl & MHMKA S S 1 RPASMC HH, FRR4ILR I ATIR %L
&, ke PAK-pINK {5588 G . GERIEERITRIE Rab26 I, ATIR 7E4NME I 41 i e
YA RI A, TR Rab26 5 AT1R T AR TR A% R A 30 FL R W ik Rab26
Ji ATAIR FEAERAENFEM . Co-IP 45 5% Rab26 Al 5 ATIR #HTMEAEH . il PAK
Ji AR AT ] AR N RPASMCs 35 %5H .

£ Rab26 /i'F AT1IR MW M ZI4N IR #iz, HEmiETE PAK-pINK @I, RE&FE
RPASMC 158 .
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LncRNA-ZTB1 IEAL ST SR EFE AR AK
FRAA BEEEITAR

BRI S BRAlA £55
R T T 2 e P

B 8% LncRNA-ZTBL 7EARE T T (1 i 30 Bk 0 L 18 58 A 4 A R AL 5

FvE Ntz Bk itz ik-r-18 L4H i (HPASMCs)Fe 4 # #5 7F 1% O2 1+ 48h, 437l LA Brdu J7
A1 QPCR &40 B 3658 7K °F- & LncRNA-ZTB1;  F N A2 R 7 /0 AT S AL B HPASMCs &
LncRNA-ZTB1 & 51 1 W Ik A7 A28k, 5-AZA-dC Filkb ¥ HPASMC J& K%, M gPCR
K LncRNA-ZTB1 f)£ik /K F; Western blot Ik 240 FE 1T j5 402 DNMT3b 2Rk 7K
Fi%E LncRNA-ZTB1 i Fik #iAkIE 4« HPASMCs, A Brdu kil & &K T HPASMCs ()3
VETH M ChIP 234t DNMT3b 7 LncRNA-ZTB1 JE3)FHI45 &4 5 8/ DNMT3b siRNA i
HPASMCs J&, N Brdu #1 qPCR il 41 i3 58 115 % LncRNA-ZTBL [)3RIA7KF o

GEEL (LA T3 RPASMC 365, 3 LM DNMT3b EEAMEL, T LncRNA-ZTB1 ()%
iK. 5-AZA-dC Tii4bEE HPASMC J&, w2 i EAMKE T LncRNA-ZTBL MRIAK . £E
BRI P45 B 5578 LncRNA-ZTB1 A3+ CpG & 13. 14. 18. 19. 20. 21 f1 22 fi A& HBH
Ff. EFRIE LncRNA-ZTB1 J& il B E LA 2 T HPASMC HIHE5E/K . ChIP 43#r &I
DNMT3b 54 7E LncRNA-ZTB1 JH 3 F1)-320bp %-305bp {7 & . mifik DNMT3B J& u] i & L iff
LncRNA-ZTB1, [A]i 4] & A FEKS N HPASMCs 35K

451 DNMT3b /5 LncRNA-ZTB1 JE 311 F 34k, #Effeit 7%~ HPASMCs ()5 & 345 .
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