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1. Congress Overview
Name The 23™ Congress of the Asian Pacific of Respirology (APSR 2018)
Date 29 November — 2 December 2018 (Thursday - Sunday)
; ™ Venue Taipei International Convention Center (TICC)
IK Participants 2,500 (Domestic: 1,000/ Overseas: 1,500)

Ui
i

Invited Speakers 100 PAX

Local Host Society | Taiwan Society of Pulmonary and Critical Care Medicine

Official Language |English

2. Important Dates (tentative)

Item Date

Webpage online December 2017

Deadline for Abstract Submission May 2018

Deadline for Early Bird Registration September 2018

Deadline for Pre-registration October 2018

Congress Date 29 November — 2 December 2018

3. Programs Overview (tentative)

11/29 11/30 12/1 12/2
Day 1 Day 2 Day 3 Day 4
AM |Registration & Plenary 1 Plenary 2 Plenary 3
Pre-congress Work- Concurrent Concurrent Concurrent
shops Session 1 Session 5 Session 9
Exhibition & Poster Sessions
Concurrent Concurrent Concurrent
Session 2 Session 6 Session 10
Noon Lunch Symposia Closing & Lunch
PM | Opening Ceremony & |Concurrent Concurrent Half-Day Tour
Welcome Reception Session 3 Session 7
Exhibition & Poster Sessions
Concurrent Concurrent
Session 4 Session 8
President’s Congress Dinner
Reception




4. Important Timeline

January — June 2017 July — December 2017

v Set up Program Committee v" Build congress website

- List out interested speakers & topics v Build abstract submission System

v Set up Sponsor Committee v Apply for governmental funds

- First meeting with targeted sponsors v" Send Speaker invitation

- Release sponsorship prospectus v' Make website / submission system on-
line

January — June 2018 July — November 2018

v Build registration system v" Apply for governmental funds

v Confirm speaker’s participation v Confirm speaker’s logistics detail

v" Review abstracts & announce results v Finalize registration number

v' Make registration system online

Related conferences for Event Marketing & Promotion and Onsite support:
- APSR 2016 & APSR 2017
- ATS (The American Thoracic Society) 2018

ERS (European Respirology Society) 2018
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2016.3.15

Impaired Immune
Response and Lower
Serum Monocyte/
Neutrophil Ratio Can
Predict Outcomes in
Patients with Severe
Sepsis Outcomes in
Patients with Severe
Sepsis

2016.6.3
7'

=

BNl

2016.2.19

Lipoteichoic

Acid Upregulates
Plasminogen Activator
Inhibitor-1 Expression
in Human Pleural
Mesothelial Cells

via TLR2/INK/AP-1
Pathway

2016.6.24

FPHESL

oARE

]

2016.2.24

The effectiveness of
Early Goal-Directed
Therapy in patients
with septic shock:

A meta-analysis of
randomized controlled
trials and prospective
cohort studies

2016.6.29

R

R EE

2016.3.15

Histone H3K 14
Hypoacetylation
and H3K27
Hyermethylation
Along with HDACI
Up-Regulation and
KDM6B Down-
Regulation Are
Associated with
Active Pulmonary
Tuberculosis Disease

2016.5.30

BRI e

2016.2.22

SUV39HI1 Reduction Is
Implicated in Abnormal
Inflammation of COPD

2016.7.6

A B e

2016.3.1

Cost-Effectiveness

of Implementing
Computed Tomography
Screening for Early
Diagnosis of Lung
Cancer in Taiwan

2016.6.30

LIBYgE:

2016.2.19

Improved Diagnostic
Yield of Bronchoscopy
in Peripheral
Pulmonary Lesions:
Combination of Radial
Probe EBUS and Rapid
On-site Evaluation

2016.5.23

2016.2.19

Combination of
Theophylline With
Long—Acting Beta—2
Adrenergic Receptor
Agonist Inhibits
Cigarette Smoke
Induced Airway
Inflammation

2016.7.9
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9 |#EEE |JEBE[ff8& |2016.2.22 |Thrombin Correlates 2016.7.4 Y
with Inflammation and
Fibrosis in Infectious
Pleural Effusions
10 |&ReEsy  |dR2E 2016.3.1 |Associations of 2016.6.27 Y
Influenza Vaccination
with Incident
Tuberculosis and All-
Cause Mortality Among
Elderly Taiwanese
Patients: A Nationwide
Population-Based
Cohort Study
11 |EZE |6 KEEf% |2016.3.24 |Inspiratory pressure as 2016.7.18 Y
a surrogate of driving
pressure in predicting
survival of acute
respiratory distress
syndrome
(2) 2016 ERS @) - ZE R T 1-4 {IBAEA " TEEE2E NT 5 E68) > £ 571
BRI 11 H 7 HRISC LEES kR R B EG 2 a ) -
Feldet  |RERAL |Hss O ([REEHER JR 2 C15H 2EAN | L@ | B e
5% (&A1 2 (11 H7H| #&RRA =y
&H) Al ) 500 5
PLEoots
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1 |Gz dbmisrie (2016.5.30 Long-term risks 2016.9.19 Y
SRR of cardiovascular
& events in patients
with chronic
kidney disease who
survived sepsis
2 [FR{EE |SEEREE[E |2016.6.21 |Equal efficacy 2016.9.18 Y
of gefitinib in
chemonaive
patients with lung
adenocarcinoma
according to exon
19 deletion and
L858R mutation
(poster discussion)
3 |EEE A 2016.5.24 |Comparison 2016.9.26 Y
of spirometric
z-scores with FEV 1
percent prediction
in predicting
exacerbations in
elderly COPD
patients
4 |eF—0& |db2E 2016.8.4 Statin use and the [2016.10.13 Y
(FZEE risk of tuberculosis:
) Data from 305,142
patients
5 |FREFEE BT IEEE |2016.8.7 Timely association |11 [ 7 H 11 57
b (EZFEE between sleep apnea [FiI& 32 HAT85se
=) and cardiovascular |55 Kz Ve
outcome after first |ZFFR0EH s
acute myocardial  |E[Ja[ &5 F B A&
infarction: a national |Z2 & B H
wide population-
based study
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of “time to appropriate
antibiotics” for sepsis in
medical intensive care
units

6 [FEEEE |fE3EZEE |2016.5.26 |Cognitive Function 11 H7H g7
was Improved HISIAT HATSE
after Continuous (S IV
Positive Airway 2ERIEH F 3R
Pressure treatment FIER S F B ey
in Obstructive Sleep BEarih SE2a
Apnea Syndrome
(3) 2016 ESICM &k #iB) - HETH 2 (rBAHGE > 12 A 5 HASEOOMS8RE ~ sh @ RIEA
BENTESE SRS NT 5 & -
(4) 2016 APSR Bl  FrE T > wBIREE 15 L - L NT 3 & -
Ei e B (HeEH  (FEERER 2 [/ H M (12 HS5H CISHEm L3S | B HEm S
Uit W (& A ) 500 FLL B0 |FRIEA “iE
A2 EH s
2016/9/12)
1 |&FCEE [ EZE% [2016.6.27 |Characteristic factors 2016.11.15 Y

a. e 2 G B KBRS EASREgEH -
b. 3 A& & H55 Award opportunities for APSR Young Investigator members to participate in the
APSR ISRD joint session at ATS Meeting in 2017 » APSR jE 2L 2 (E L 2B & &8N (5

APSR &% ) -

o BT R
(—) H 2017 FFlh - STEPMrERmHE R - AR S - M2 RS -
Kiptd - BHE - FREMIE -
(=) BIREMTE R B 55 A\ BeE AR - A G &R B il R EE B
RS » FEGDER T ARERCEAN AL -
(=) BSflh G B NSRRI BASENEGEH -
(1) wEEh =0 AT ERTRS -
= MR Z MRS - 2016 5 F R DU S PRI E PR T & -
SRER © B 2016 RIS MNP E PRI ST R E A SN R EMEA T BAIE - WWE 2’
BT SORFFRUETT ~ ARG - R GETOR IR G B S Bl 2 M2 i S8 f

il BRI sk -

Vd ~ (Gentle Reminder) Encouraging young investigators in YOUR Society; APSR Session at ATS
CRREAESETE  WKERNEEHH -

il

~ 2018 APSR

APSR BN EARG KRG IE TICC Z4&¥ 2018 APSR -
444k © http://www.apsresp.org/congress/2018.html
ERERH R EgEER  FREMEEE -
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ATEREE(E

FIAR © MEANER - BRENTIE - RHEZ/NME - TF2/NME
BRAR | RN T - BT - EZARAD - REEEE
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— ~ BEFE G B losm S A > Young Investigator Award ZEH! = :
(—) EwCEELRIE Y05 ~ Y06 ~ Y07
F1EEDHILRERESAT (G RBEEEMDB ) - BRERA (5 RE) ~ feEE
i (B REEE) - sF=(rfF& 12 5 11 H (H) T4 13:30-14:20 fE S LR FE S
FHRE o MR A 2 B 20 AR G ILARAE T EE GBS SR S e NT 3 BT fA%iR -
(THREI105F9 H 16 HH B E G H NG - & 8 BUIE 5 B A% = 5% 2015 42 APSR
Respirology [F 2 @ S » & L & H Genetic variants of pulmonary SP-D predict disease
outcome of COPD in a Chinese population » 15 2016 F{EF 5 28%  Fukuchi Best Paper
Award 2016 ; - BREHEIFE2 BN S TR lE - S R
(=) sl 10 08 > 515 2 99 -
T PEEOEEER S FER 20
(—) Thoracic Oncology #EH, 5 & © 475 F91 ~ F21 ~ F56 ~ F04 ~ F64
( =) Critical Care Medicine %M 5 & © 4R5% F66 ~ F85 ~ F90 ~ F11 ~ F62
( =) Airway Disease ~ Sleep Medicine #EH 5 /& © 455% F76 ~ FO5 ~ F94 ~ F32 ~ F14
(P9 ) Tuberculosis ~ Diagnosis ~ Interstitial Lung Disease ~ Intervention Bronchoscopy  Others 75
H 5% * 459k F41 ~ F17 ~ F16 ~ FO2 ~ F79
(7o) OB S FEEram CE—IFEN 12 H 10 H () T4 2 B2 2 B 50 o5 dbse
HERTEMEES 1~ 2~ 3 4 EERE LITHRR S o B R 20 R I BEE & I 2 lam s A et 4
fam sl 0 g B REHRHEF I S (B —FE ) el 2 Eoc USSR - HAl 16
B WS (B—1FE ) el S Tl -
= sPEZADK -
(— ) Thoracic Oncology : Jifisz 7t FAEIEEAEN » HISEE fuZBHLER ) -

( =) Tuberculosis ~ Diagnosis ~ Interstitial Lung Disease ~ Intervention Bronchoscopy ~ Others :
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B - ERAFENEE
— g BT B AR IR R F s Feam s 256 | (& HIEE A 0y > sk IUR - AlHIGE
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TSPCCM Pulmonary Hypertension Pre-meeting
Date: 10512 H 9 H
Venue: GFEENE
Time: 1800-2100

Time Topic Speaker Chair
1800-1900 |Dinner
1900-1910 |Opening remarks FECHER

1910-1950 | The role of pulmonologist in PAH management Prof. Sean Gaine | = [7 &
1950-2010 |The need for early diagnosis and treatment in PAH | B{& 75 B&Ef P Ea (& T+
2010-2030 |Diagnostic and prognostic implications of SESR TME |BEE EE

exercise treadmill and rest first-pass radionuclide

angiography in patients with pulmonary

hypertension

2030-2050 |Panel Discussion & Closing remarks ref el BEEm
TR R EE IR R LB B R — R S B -

— ~ &f iy Riociguat (Adempas”) New safety information 7T 7 & &5 2% 5K Bayer 45 & & A B B °
Adempas %7 % M Y 48 K1 e/ £ ) @ T 7E RISE-TIP B PR 54 B8 30 v 73 47 25 B > Adempas [ 72
pulmonary hypertension associated with idiopathic interstitial pneumonias ( #3528 M4 i & 1 fifi 3% 385
FCHIHf = R - e PH-IIP) IF » Erid e A HYSE T Rl b B g R Rl E FH (FHELHY placebo) » [RIIHE
FRAES SR - o o (EIEEERA R E H AT Adempas FZAERYEEEELEA]
ihEm  IEFEEE E g 0 10N CTEPH 322 78 F- it e sk Adempas F 7> pulmonary

hypertension associated with idiopathic interstitial pneumonias ( 528 4: [51E M4:Hifi 38 2 Y
Aifi=sBE - FE T PH-TIP) B » &8 s A HYZE U Jel b B e S IR A (AEE placebo)
A4 (5 o (EREEERA 22 H Al Adempas f2 AR EIEREELEEA]
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(—) FEMUZER 9 H 23 H (R ZHf% B LR AR R E G R E T N &
NEEFE AR > AR EREES - HIRBAIEREER 9 H 30 HE4
FNZEFHXHED > WEE 10 A 7 Ao @aadmiEsa /M -

(Z) e TMEmE T4 230 CTEPH #5395 - FEL A4 EATEEEIRIEST - BEAEEE &
i Z AR S G B TER -

(=) 2iaTE T EYRERN S SR EGREE S0 - ARG —RREEE -

(19 FENEE © AT MHERREESS - (H5R SR EH R Bt B e AR RKIR K2
JEESRTAYESEHBTACHE

+ CTEPH registry fHBA (R IEAESEES T - T N BAE i R TG T 5 -
1o~ 105 SRS BR LAF/ NH A o
H 105 3 HiEE 12 HE B KRG > fimBLIE/ N2k 758 3E e - 5 H I
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I
{E
)
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G
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gk T
H R i i A
105 %3 A | [HZEM:MR 28555 | Pulmonary Hypertension: aRKERE
20 H (H) |B/E (BFED) From Diagnosis to treatment | £R4ZENESET
(Part I)
10547 H |PAH-CV & Chest |2 lectures, 6 cases presenting | 5 & s HMF{2F—
9 H (7N) |Joint meeting (EREZER I E—)
105 £ 8 H | [HZEM:MFIR 78 BT | Pulmonary Hypertension: | HR B EE 5
27H (7)) |BEg (EEE) From Diagnosis to treatment | &) B {E5ET
(Part II)
105 42 10 B | PHZEM:E 26555 | Pulmonary hypertension: (B
1H((N) |58 (FkEE) Sleep- disordered breathing | £ 5 [ZEZAT
and hypoventilation
syndromes (Part-11I)
105 £ 12 H | TSPCCM PH Pre- 3 invited speakers ( &fHsF | 1. Prof. Sean Gaine
9H(7L) |meeting S 2. BB R = R R AT
3. e B B B R B A
105 4 12 H | TSPCCM PH meeting |2 foreign speakers (UK, 1. Prof. Sean Gaine, Prof.
10 H (73) Japan); 1 local speaker ( &# Hitoshi Ogino
R AR E ) 2. OIS B

& - ERIFENEE ¢
=~ DATE N KB IR
R 10511 H 1 H (=) 6 PM > HUBSEIERAZRE S5 THE Al -
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Pulmonary Arterial Hypertension- CV & Chest Joint Meeting
HHEF 10547 9 H ( £HF75) 14:00-17:50

oG B HORE)E 7 R

Time Topic Speaker Chair
1400-1410 Opening remarks FECHEER /B HE
el EERE Y / GBS R
1410-1450 Lecture 1: Glance of PH FIM 75 Bl R
BRBEAREREAR aREhelab
1450-1530 Lecture 2: Updated treatment of 7 B B2 TREAENEEAT
PAH BllRERERGOLEATR G REbHE MY
1530-1540 Break
1540-1740 Clinical case sharing & discussion
Case 1 (CTEPH) LNEV/N- 1] PRl (e £ AE
=N AW Al PRELEE eI B R
Case 2 (iPAH) IR G EEH PR E S EE
SRR AL RBE B NREE I
e R e AR
Case 3 (COPD/PAH) BRI 22 BEA TRECHE £
RSN TR R o 2R B & R 2 I a5 B e Y
FHER
Case 4 (COPD/PH) B EEA SEE AT
BECTEREEAR RELCSBHIR OB &N
=l
Case 5 (Lung fibrosis/PH) FIRRER £ E =HHE T
KEEREBERZEAR SRR P RL
b NEER
Case6 (iPAH) TR B R B hil FrEHTEA
EHRREREGL LR BORE AR LR AR
1740-1750 Closing o BB A
BB R L
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TSPCCM Pulmonary Hypertension Pre-meeting
Date: 2016 4 12 H 9 H

Venue: f#FE N5

Time: 1800-2100

Time Topic Speaker Chair
1800-1900 | Dinner
1900-1910 |Opening remarks FECHEER
1910-1950 | The role of pulmonologist in PAH management Prof. Sean Gaine | = [7
1950-2010 | The need for early diagnosis and treatment in PAH BfeE BE FeEE & 1T
2010-2030 |Diagnostic and prognostic implications of exercise SEE F{F S
treadmill and rest first-pass radionuclide angiography in
patients with pulmonary hypertension
2030-2050 |Panel Discussion & Closing remarks ref el BEEm
Hia -
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BRAE © BIFER

- EE
- CTEPH (11t Sebe b EEr G2 RO B | ) T AR

(—) EOl 6,500 &Ky CTEPH -} - FREZIEEAZE GBS Sieth ERELESEGZ G
B RBEEEEM -
(=) FMAETERRES 6 48 ~EIRI3 K - FHET 11 H 21 H5EpPERR - I FH 35 B PR AR F5% (ISBN) -

* THETIR 106 FRERAMRETTZ CTEPH Bgfat Hqd -

(—) B#E5t+E > protocol review °
i EFEIL S5k S 4RE T CTEPH HFIE GEHEREN - Mk Ek - BlfE - 24
ekl CTEPH 2 B g2 45 AR Gk 2 Bt - AT B ik 2 BhiE TR BLg 3 -
AR ERAVAERA R o A SZREE I AR 200 (EZEB1 - B EEHE F - U]
8 s B b & B[ a2 A B be ~ BR Bl A AR -

() 5327 %2 IR (Institution Initiated Research) » DIFIETEE 2 HEfT
Study HiEIRE G #5556 CRA LU Bl 2435 IRB » 245 DL CIRB By T 2R A 6 fka T
RESHEES study nurse SR o B E 2B 3 S BHE - DARCARAWE &S R e A A T &Rl 4ria T B
ai S ARIE ©
R INERFHTEHERGHE

=~ NREGIGEFRITEETR 11 H 29 H - BUF] CTEPH S+t 2 RS BLHIAR
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P REJ105 10 H 12 H (2#=) T4 6 &30 77
BAREBEH A 2 55 5 geiE ( 5IbhEE T IR 7 5% )

P HEFR A TESEEAT

PRSI IME

PARECHER - TR - FEUSEA - SO © FPEEEE - sREESTEE

PRS- MEELE - EXEE

P HITIRERISRE RN > IETRIER/NVH  ME N
P MEERIBE R - MEBIERID R - BRI RS

& mmEeE
— A EESERAIR K TFERL
(— ) IPF Taiwan guideline fl]xE

RECHE MR L G20 R EIRS B RO AE g R - ARNEIERE Y - 18
FEAENSFEEIFE S - ##HS IR B EEE -

( =) ILD education

HATEZRZL T -

105 43 H 5 H (/) G oo&e/EHEE IPF Guideline wokshop

105 53 [ 26-27 H (/N ~ H) & FAEEHHEE ILD academy

105 4 6 H 23 H (M) GdLERE AEREEE IPF MDD workshop
105 47 H 29 H ( 1) BALERES KEREEE IPF MDD workshop
1057 A 30 H (73) &5 051 IPF MDD workshop

105 8 A 13 H (/%) & A EEE[¢ Radiologist associated activities
105 48 H 20 H (/) SifEEACK SRS IPF MDD workshop

105 410 H 1 H (/) B &R SR IPF MDD workshop

R ERAE

105 5210 H 22 H (/%) BILE S5} 2016 ILD Academy

105 4 12 F 10 | (/) 2016 FRIPEFEGFES 16 &5 3 RGEKRE
Symposium : ILD 15:10~17:10

15:10-15:50 ILD overview Yoshikazu Inoue M.D. (Japan)

15:50-16:30 IPF treatment update Athol Wells M.D. (U.K.)
16:30-17:00 HRCT of rare lung disease Masashi Takahashi M.D. (Japan)

( =) IPF epidemiology survey (real world IPF management survey supported by BI) FH5{ 2017 4

F_FHAAUEE 100 B -
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(PU) FEEHF 2014 4EHY IPF screen protocol £ IPF epidemiology survey {&1FEE] 14 Hi15% IRB ©

(71) FHEBFERSTRRE - FURBEURER - HIERIEEATI A& ILD diagnosis team (working
group) * =1 H—ZEHR e - FHHAZVEKE T E > aisEE 5 IPF BEHY
BB RAA ~ #R - DIFRBLEL -

B - ERAFEhEE
MRXEERER * T4 0] IPF 50fHE ILD (LAM.) HIEFE KGR 7
R HRIR A EIREORZ A g -

e
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##5 B8 : Anesthesiology 2015; 123: 1385-93
e « BREEEEAT Srh4iR EEREE/ RANTEN AP 4R REEEHD

R
B -

FIATES [l B 7 £ 6 A 2R (Crystalloids) #ET{E % (fluid resuscitation) » [ (25
A RBEIH Y — - MR EE RS (E SRR - ERAREE W — iR B E T
% - AR5t B ERE T SRR A R SR O AR -

Tk

BT 53T BRI 75 5+ S B BT K PR (P 0 R TR PR (B 5 8+ 90
HE (T AT R (R B SRR 975 8« PR B BB (inverse probability weighting) ~ {153
B (propensity score) L ~ % B2 2 1 T [B BRI » 2 S B 00 4 52 T B S Y {3
(Bias) - FIEHESTARPUAE - 5—4 © A TAAMIREDK - 41 44T 4T AHUK R TSRS
¢ (balanced crystalloid) ~ 55 = 4 : 4 T2 8 Bk R BB (Colloid) ~ S5TU4H : 4 T 2L P AR BIK -
SR B R A« DUEFEC SR B BTSSR ~ (Ebe R B (R L R BT 5
%o

R -

DIRR EIBIIREE 738 2006~2010 1A E S5 360 {8 .0 HY 60,734 L E > FEBESE
CRHIEEHEEEIKEE 20.2% > AF /KN B S EA R 17.7% (p<0.001) » AHEHEDK
I ARE AL 24.2% (p<0.001) - AFHEEE/K  PHTT A RIIB AR AR 19.2% (p=0.401) = LA
{if1 [ 73 8% (propensity score) Fr ¥ S& 365 (1 VT A RSB R R - (E B RRARAYSE T
R (ERRBEZEERA 80 BAIREENERE -

fmam -

P U S RIS L - B EIAVENRSI T RE S B U - BUE A A B R HIK
MHEL - & OFEE RSP A S B AR B RASE TR AR & O0HEBRSRAIASGEIE TR » 4l
SRR A EFE R BEE AV ERTCE - BUAR H B R AR Rl & - BEMP
il S R A RS B

(fmEET )

R R P A SRS R B TR ERE - 88 PSSR EE G & AR
/K (Lactate Ringer’s) » HBL4: B G /K —EEVA HAEAVE RIS - A AL BB IR > A Rl
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Association between Initial Fluid Choice and
Subsequent In-hospital Mortality during the
Resuscitation of Adults with Septic Shock

Anesthesiology 2015; 123: 1385-93

Karthik Raghunathan, M.D., M.P.H., Anthony Bonavia, M.D., Brian H. Nathanson, Ph.D., D.S.H.S.,
Christopher A. Beadles, M.D., Ph.D., Andrew D. Shaw, M.B., FR.C.A., FF.1.C.M., F.C.C.M., M. Alan
Brookhart, Ph.D., Timothy E. Miller, M.B.Ch.B., F.R.C.A., Peter K. Lindenauer, M.D., M.Sc.

Abstract

BACKGROUND:

Currently, guidelines recommend initial resuscitation with intravenous (I'V) crystalloids during severe
sepsis/septic shock. Albumin is suggested as an alternative. However, fluid mixtures are often used in
practice, and it is unclear whether the specific mixture of IV fluids used impacts outcomes. The objective
of this study is to test the hypothesis that the specific mixture of IV fluids used during initial resuscitation,
in severe sepsis, is associated with important in-hospital outcomes.

METHODS:

Retrospective cohort study includes patients with severe sepsis who were resuscitated with at least
2 1 of crystalloids and vasopressors by hospital day 2, patients who had not undergone any major
surgical procedures, and patients who had a hospital length of stay (LOS) of at least 2 days. Inverse
probability weighting, propensity score matching, and hierarchical regression methods were used for
risk adjustment. Patients were grouped into four exposure categories: recipients of isotonic saline alone
(“Sal” exclusively), saline in combination with balanced crystalloids (“Sal + Bal”), saline in combination
with colloids (“Sal + Col”), or saline in combination with balanced crystalloids and colloids (“Sal + Bal
+ Col”). In-hospital mortality was the primary outcome, and hospital LOS and costs per day (among
survivors) were secondary outcomes.

RESULTS:

In risk-adjusted Inverse Probability Weighting analyses including 60,734 adults admitted to 360 intensive
care units across the United States between January 2006 and December 2010, in-hospital mortality was
intermediate in the Sal group (20.2%), lower in the Sal + Bal group (17.7%, P<0.001), higher in the Sal
+ Col group (24.2%, P<0.001), and similar in the Sal + Bal + Col group (19.2%, P=0.401). In pairwise
propensity score—matched comparisons, the administration of balanced crystalloids by hospital day 2 was
consistently associated with lower mortality, whether colloids were used (relative risk, 0.84; 95% CI, 0.76
to 0.92) or not (relative risk, 0.79; 95% CI, 0.70 to 0.89). The association between colloid use and in-
hospital mortality was inconsistent, and survival was not uniformly affected, whereas LOS and costs per

day were uniformly increased. Results were robust in sensitivity analyses.
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CONCLUSIONS:

During the initial resuscitation of adults with severe sepsis/septic shock, the types of IV fluids used may
impact in-hospital mortality. When compared with the administration of isotonic saline exclusively during
resuscitation, the coadministration of balanced crystalloids is associated with lower in-hospital mortality
and no difference in LOS or costs per day. When colloids are coadministered, LOS and costs per day are
increased without improved survival. A large randomized controlled trial evaluating crystalloid choice is

warranted. Meanwhile, the use of balanced crystalloids seems reasonable.
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Mitigation of Ventilator-Induced Diaphragm Atrophy by
Transvenous Phrenic Nerve Stimulation

Am J Respir Crit Care Med. 2016 Aug 8. [Epub ahead of print]
Reynolds SC, Meyyappan R, Thakkar V, Tran BD, Nolette MA, Sadarangani G, Sandoval RA, Bruulsema
L, Hannigan B, Li JW, Rohrs E, Zurba J, Hoffer JA

Abstract

Rationale:

Ventilator-induced Diaphragm Dysfunction is a significant contributor to weaning difficulty in ventilated
critically ill patients. It has been hypothesized that electrically pacing the diaphragm during mechanical
ventilation could reduce diaphragm dysfunction.

Objectives:

We tested a novel, central line catheter-based, transvenous phrenic nerve pacing therapy for protecting the
diaphragm in sedated and ventilated pigs.

Methods:

Eighteen Yorkshire pigs were studied. Six pigs were sedated and mechanically ventilated for 2.5 days with
pacing on alternate breaths at intensities that reduced the ventilator pressure-time-product by 20%-30%.
Six matched subjects were similarly sedated and ventilated, but were not paced. Six pigs served as never-
ventilated, never-paced controls.

Measurements and Main Results:

Cumulative duration of pacing therapy ranged from 19.7 to 35.7 hours. Diaphragm thickness assessed by
ultrasound and normalized to initial value showed a significant decline in ventilated-not paced but not in
ventilated-paced subjects (0.84, interquartile range (IQR)=0.78-0.89 vs. 1.10, IQR=1.02-1.24; P=0.001).
Compared to Controls (24.6 um’/kg, IQR=21.6-26.0), median myofiber cross-sectional areas normalized
to weight and sarcomere length were significantly smaller in ventilated-not paced (17.9 um’/kg,
Interquartile Range=15.3-23.7; P=0.005) but not in the ventilated-paced group (24.9 pm’/kg, Interquartile
Range =16.6-27.3; P=0.351). After 60 hours of mechanical ventilation all 6 ventilated-paced subjects
tolerated 8 minutes of intense phrenic stimulation whereas 3 of 6 ventilated-not paced subjects did not
(P=0.055). There was a non-significant decrease in diaphragm tetanic force production over the course of
the experiment in the ventilated-paced and ventilated-not paced groups.

Conclusions:

These results suggest that early transvenous phrenic nerve pacing may mitigate Ventilator-induced

Diaphragm Dysfunction.
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E2 MEFER#EEE (National Lung Screening Trial)
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%8 : Lancet Oncol 2016; 17: 590-99
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op:

B ENTFTE R AT B 5 Hifi i it (National Lung Screening Trial (NLST)) 2 EL# A 4#ETT
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£ TO ¥t - W@ /e A EM4EEIE - fMFTA 28 TO A8 Eh i 1% e B A A W By 1%
& (371.88 [95% CI 337.97-408.26] per 100 000 person-years vs 661.23 [622.07-702.21]) » i Bt ALL
A TR FE R PR T2 (185.82 [95% CI 162.17-211.93] per 100 000 person-years vs 277.20 [252.28-
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(T1) IRAFFEAHEEZE 0.34% (1F 18,121 #EfT T1 EitgAVm A d - A 62 ERfiFFEHHLE]) - MATA
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Lung cancer incidence and mortality in National Lung
Screening Trial participants who underwent low-
dose CT prevalence screening: a retrospective cohort
analysis of a randomised, multicentre, diagnostic
screening trial

Lancet Oncol 2016; 17: 590-99
Edward F Patz Jr, Erin Greco, Constantine Gatsonis, Paul Pinsky, Barnett S Kramer, Denise R Aberle

Summary

Background

Annual low-dose CT screening for lung cancer has been recommended for high-risk individuals, but the
necessity of yearly low-dose CT in all eligible individuals is uncertain. This study examined rates of lung
cancer in National Lung Screening Trial (NLST) participants who had a negative prevalence (initial)
low-dose CT screen to explore whether less frequent screening could be justified in some lower-risk
subpopulations.

Methods

We did a retrospective cohort analysis of data from the NLST, a randomised, multicentre screening
trial comparing three annual low-dose CT assessments with three annual chest radiographs for the early
detection of lung cancer in high-risk, eligible individuals (aged 55-74 years with at least a 30 pack-year
history of cigarette smoking, and, if a former smoker, had quit within the past 15 years), recruited from
US medical centres between Aug 5, 2002, and April 26, 2004. Participants were followed up for up to 5
years after their last annual screen. For the purposes of this analysis, our cohort consisted of all NLST
participants who had received a low-dose CT prevalence (TO) screen. We determined the frequency,
stage, histology, study year of diagnosis, and incidence of lung cancer, as well as overall and lung cancer-
specifi ¢ mortality, and whether lung cancers were detected as a result of screening or within 1 year of a
negative screen. We also estimated the effect on mortality if the first annual (T1) screen in participants
with a negative TO screen had not been done. The NLST is registered with ClinicalTrials.gov, number
NCT00047385.

Findings

Our cohort consisted of 26 231 participants assigned to the low-dose CT screening group who had
undergone their TO screen. The 19 066 participants with a negative TO screen had a lower incidence of
lung cancer than did all 26 231 TO-screened participants (371.88 [95% CI 337.97-408.26] per 100 000
person-years vs 661.23 [622.07-702.21]) and had lower lung cancer-related mortality (185.82 [95% CI
162.17-211.93] per 100 000 person-years vs 277.20 [252.28-303.90]). The yield of lung cancer at the T1
screen among participants with a negative TO screen was 0.34% (62 screen-detected cancers out of 18

121 screened participants), compared with a yield at the TO screen among all TO-screened participants of
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1.0% (267 of 26 231). We estimated that if the T1 screen had not been done in the TO negative group, at
most, an additional 28 participants in the TO negative group would have died from lung cancer (a rise in
mortality from 185.82 [95% CI 162.17-211.93] per 100 000 person-years to 212.14 [186.80-239.96]) over
the course of the trial.

Interpretation

Participants with a negative low-dose CT prevalence screen had a lower incidence of lung cancer and lung
cancer-specific mortality than did all participants who underwent a prevalence screen. Because overly
frequent screening has associated harms, increasing the interval between screens in participants with a

negative low-dose CT prevalence screen might be warranted.
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FEEYIE - 2SRRI - R RRAE R ATIHE o R RPN/ NHASR R - P TR25KE) -
What’s your diagnosis?

(A) Angina Pectoris

(B) Pneumothorax

(C) Pneumomediastinum
(D) Pulmonary embolism

(E) Myofascial pain
EEE  (FE 15 )

2. YIS R R B B T EE Y AT RE MR R 2
(A) 4P &I /K (Normal saline)
(B) FAMAMIEIK (Lactate Ringers’)
(C) By (iR (Voluven, 6% HES 130/ 0.4)
(D) HZH (Albumin)
(B) DAEBA Sispig § 5

3. MR IL[ECIIE ST - TS0 B AVSE R (R 7
(A) B4 - (BETEHEBEK
(B) B - ST A AEK R R EA R
©) =4 BHTEHEEKNBRER
(D) SBVU - ST AEMEEIK « SRR M B A R
(B) BimpEER

4. (RN TR 255 [REAY IR DD RE R - e P i a4 2
(A) FtAEEA A TP ES 24 /NEEZ A
(B) BftAE AN I ES 24 /NF 22 48 /N
(C) FtGEEA A TR ES4Y 1 #Hi%
(D) FRtGEE A A TR 254y 3 #Hi%

40




5. SCECHERRAILHI R RERETR o R 2
(A) 1 B155 2 SEMEMILE (C1-C2 cervical spinal nerves)
(B) % 3 55 5 SHMEHAE (C3-C5 cervical spinal verves)
(C) 55 6 B 7 SEMEHLE (C6-7 cervical spinal nerves)
(D) %5 10 HHE1HEK (Vagus nerve)

6. FHFAEH AL CXR AL - ZERERE IS B IR e M TR B AR B B R
(A) BHREBABRITEC S8 LT 20%
(B) BIFEBHHEIIEL a2
(©) BHREBABRIITEC S8 THEL 20%
(D) it

7. FERERTE Z SERaE T o )RR R E SR O R E R - RN E
(A) RAELEREARERE > ERpERER RSN
(B) ARAKELMERIEG (TS > (IFESRHIEEF— I i K & e
(C) (AR EIGE e =% > X BT e iR L 2
(D) FE%E
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1. [Case]

The 41-year-old female has no underlying disease. She had an episode of hemoptysis with blood clot
initially then reddish and blood-tinged sputum 2 weeks ago. Chest X-ray and Chest CT were shown as
Figures. The laboratory data upon presentation were as followed: PT INR 1.01, APTT ratio 0.92, BUN 13
mg/dL, Creatinine 0.8 mg/dL, WBC 5140/uL, Hb 13.5 g/dL, Platelete 189 K/uL, AST 19 U/L, ALT 12 U/
L, T-Bil 0.97 mg/dL. She was a never smoker. The screening spirometry was normal with FVC 2.47 L (85%
of predicted) and FEV1 2.1 L (82.4% of predicted).

[Question]

What is the most possible diagnosis?
(A) Lung squamous cell carcinoma
(B) Lung adenocarcinoma

(C) Carcinoid tumor

(D) Pulmonary tuberculosis

(E) Pulmonary sclerosing hemangioma
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[Answer]

(C) Carcinoid tumor

The patient underwent RLL and RML bilobectomy. The microscopic findings were as followed: The
distal part of right intermediate bronchus had a subepithelial tumor composed of organoid, trabecular, and
ribbon arrangement of cells seperated by delicate fibrovacular stroma. The tumor cells had salt and pepper
nuclei and moderate amount of eosinophilic granular cytoplasm. Mitosis is rarely seen (1 mitosis/ 10HPF)
and no tumor necrosis is present. By ICH, the tumor cells are diffusely positive for synaptophysin and
chromogranin, negative for TTF-1. The Ki-67 proliferation index is around 2%. There was no metastasis
in the resected hilar and mediastinal lymph nodes (total number 21). Overall, a typical carcinoid is the

diagnosis.

e -

2. (RIS T A B 45 AP TR2 AU TBR 45 % B & BRI 3HP (isoniazid ¢ rifapentine) J& ¥ Y ff 2
T E RIE ?
(A) JEFRNREZ S REE R AT
(B) JEBEHY SRR IR EOE LT
(C) JaEERY 7 B AD BIF T2 1T B BB 6
(D) JaHRN T BRI —RAVER IR G
BEE (D)

3. R T £ RSP T2 A B RS X8 & £/ I 3HP (isoniazid & rifapentine) J& 772 A Bl /F
PR > Y& R IE ?
(A) 31% = ELSEYRIERM
(B) FELZEYIRIEREIEZET » 22.5% EHHEZ SHP JoF
(C) EAZEYIRIERAVEZRT - 45% EBUER R T
(D) EALZEVIRIERAEZRT > 32.5% (E1EI6H
BEE M)

4. THIERE A ZUA RA 3 B AE plee AT TR B AR - 7] Z A TR 7
(A) 5 [REHTEEEWERIERIZIEE R SE
(B) FEAEAHHAIMAE - b Rz Rl by A 1
(C) NIRRT PRl
(D) SR 2 3% B R AR i
&2 (B)
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5. THIARE A B EGR 35 R A R AR R B A s YR » (7] Z oA IEAE 7
(A) 4R BA4E#E 55 7300 INF F2 TRAIL FHEIEE R
(B) iR e L AHAERE R INF LU ERdAERT R TRAIL
(C) FHFERAAE TRAIL ARG (Trail ") BFTERAINE Ry
(D) 48&37E LA R &b A7 AMRLAE b Na,K-ATPase I & K IHE
==4(©)

6. THIHFEEE A GE s E /M1 1iT (1) Virtual bronchoscopy navigation, (2) Electromagnetic navigation,
(3) Endobronchial ultrasound, (4) X-ray fluoroscopy ?
(A) 12
(B) 23
)13
D)1:2:3:4
EZE(A)

7. FEPEEREEPR {5 ] Electromagnetic navigation S22 & 18 Y Bifps ik Ay i B i -
(A) EBUS B VB fit/ AR E L B
(B) EBUS HYEREH A] B s fL 7y ok
(C) F¥FN =7y — 2kt
(D) BE A E EBUS K VB fads
EE(A)
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- Genetic variants of pulmonary SPD predict disease outcome of COPD in a Chinese population.
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Fukuchi Best Paper Award 2016

We are pleased to announce that the paper entitled "Genetic variants of
pulmonary SP-D predict disease outcome of COPD in a Chinese population"
by Dr C-Y Ou and colleagues, has been selected as the best original research
paper published in Respirology during 2015.

ORIGINAL ARTICLE

Genetic varants of pulmonary SP-D predict disease outcome of
COPD in a Chinese population

Chih-Ying OU"', Chiung-Zuei CHEN1, Tzuen-Ren HSIUE,
Sheng-Hsiang LINZ, and Jiu-Yao WANG®: 4

Division of Chest Medicine, Department of Intemal Medicine,
2|nstitute of Clinical Medicine,

3Division of Allergy and Clinical Immunology, Department of
Pediatrics, National Cheng Kung University Hospital, College of
Medicine, National Cheng Kung University, Tainan

4Graduate Institute of Integrated Medicine, School of Chinese Medicine, China
Medical University, Taichung, Taiwan

Respirology (2015) 20, 296-303

Congratulations to Dr Chih-Ying OU for being the first author of this article. Dr Qu
is the attending physician in the Division of Chest Medicine, Department of Internal
Medicine, National Cheng Kung University Hospital, Taiwan. Dr Ou is working
closely with Prof Jiu-Yao Wang, the senior author of this paper. She is committed
to research on immunology in respiratory medicine, particularly in COPD and
pulmonary tuberculosis.

The paper was selected by an intemational expert panel comprising of Prof Antonio
Anzueto (University of Texas, San Antonio, USA), Prof John Mastronarde (Ohio
State University, Columbus, USA), Prof Chunxue Bai (APSR Research
Committee, Shanghai, China), Prof Albert Li (Prince of Wales Hospital, Hong Kong)
and Prof Christina Spengler (ETH Zurich, Switzerdand), Philip Bardin (Monash
University, Melboume, Australia) and chaired by Prof Michael Niederman (Stony
Brook University, New York, USA). The panel ranked the papers published in 2015
for novelty, importance, methodology, clarity and overall quality. A consensus about
the best original research paper was then obtained through a rigorous judging
system.

I: ZEEST 259 2016 FEFHREE "Fukuchi Best Paper Award 2016 | j
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ERERT ZBHET (Y.W. Kuo) B&Ef -
- The effectiveness of Early Goal-Directed Therapy in patients with septic shock: A meta-analysis of

randomized controlled trials and prospective cohort studies.

Y.W. Kuo', S.Y. Ruan’, J.S. Jerng’, K.A. Chan’
'National Taiwan University Hospital YunLin Branch Douliou City, Yunlin County 640/TW, *National
Taiwan University Hospital, Taipei, Taiwan Taipei/TW

Abstract

INTRODUCTION: The implementation of early goal-directed therapy (EGDT) in the management of
patients with septic shock had shown survival benefits. However, the result of recent large multicenter
randomized controlled trials showed that protocol-based resuscitation does not improve outcomes.
This study aimed to investigate the effectiveness of EGDT in reducing mortality compared to other
resuscitation strategies for patients with septic shock in the emergency department.

METHODS: Relevant randomized clinical trials and prospective before-after cohort studies published
from January 2001 to October 2015 were identified by searching the MEDLINE and EMBASE databases.
The quality of the randomized controlled trials was assessed using the Cochrane Collaboration’s tool for
assessing risk of bias. The quality of cohort studies was assessed using the Newcastle-Ottawa Scale. The
primary analysis was to generate a pooled rate ratio of mortality outcome by cumulative meta-analysis.
Meta-regression was used to analyze the association between mortality and the calendar year of the
studies.

RESULTS: A total of 669 potentially relevant citations were identified. After detailed evaluation, five
randomized clinical trials and four prospective before-after cohort studies including a total number of
5067 patients met all criteria and scored high for quality assessment. The overall rate ratio of mortality
was 0.92 (95% confidence interval 0.84, 1.01) through the cumulative meta-analysis. The meta-regression
analysis shows a strong association between the calendar year of the studies and the treatment effect of
EGDT (p=0.01).

CONCLUSION: Improved survival was not shown for patients receiving EGDT compared to other
resuscitation strategies. However, the calendar year of these studies significantly affected the treatment
effect of EGDT.
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BILEBRREBMEZ Bk ZHE (K. Lee) AT
- Lipoteichoic Acid Upregulates Plasminogen Activator Inhibitor-1 Expression In Human Pleural
Mesothelial Cells Via TIr2/JNK/ap-1 Pathway.

K. Lee', W. Chen’, K. Lai', C. Chung’

'Division of Pulmonary Medicine, Department of Internal Medicine, Taipei Medical University Hospital,
Taipei City, Taiwan, *Graduate Institute of Medical Sciences and Department of Pharmacology, College
of Medicine, Taipei Medical University, Taipei, Taiwan, *School of Respiratory Therapy, College of
Medicine, Taipei Medical University, Taipei City, Taiwan

Abstract

Rationale: Parapneumonic effusion (PPE) is commonly caused by Gram-positive bacteria (GPB)
and often presents with pleural fibrinous loculation and fibrosis, characterized by overproduction of
plasminogen activator inhibitor-1 (PAI-1) in pleural mesothelial cells (PMCs). Lipoteichoic acid (LTA),
a surface adhesion molecule of GPB, binds to the pleural mesothelium and trigger pleural inflammatory
responses. However, the effects of LTA on PAI-1 expression in human PMCs and the underlying
mechanisms remain unclear.

Methods: Thirty consecutive patients with parapneumonic effusion were divided into culture negative
(CN, n=11), Gram negative bacteria (GNB, n=7) and GPB (n=12) PPE groups based on pleural fluid
bacteriology, and the effusion PAI-1 levels were measured. In addition, MeT-5A human PMCs were
treated with LTA and the expression of PAI-1 protein and mRNA, activation of associated signal
pathways, and PAI-1 promotor activity were assayed.

Results: Pleural PAI-1 levels were significantly different between all the three groups (p<0.001) and the
median levels from highest to lowest were: GPB (160.5 ng/ml), GNB (117.0 ng/ml) and CN (58.0 ng/
ml). In in vitro expremiments, a concentration of 1 ug/ml LTA markedly upregulated PAI-1 mRNA and
protein expression and enhanced the elaboration of Toll-like receptor2 (TLR2), but not TLR4, in human
PMCs without affecting cell viability. Among signaling inhibitors, JNK inhibitor (SP600125), but not NF-
kB inhibitor, could significantly attenuated LTA-stimulated PAI-1 protein production. Consistently, LTA
strongly increased JNK phosphorylation, and further induced ATF2/c-Jun nuclear translocation and PAI-1
promoter activity. Furthermore, pretreatment with TLR2 siRNA significantly inhibited LTA-induced JNK
phosphorylation and PAI-1 protein expression.

Conclusions: Culture positive PPE, especially that cause by GPB, has significantly higher level of PAI-1
than culture negative PPE. LTA can upregulates PAI-1 expression in human PMCs, through activating the
TLR2/JNK/AP-1 pathway. Better understanding of the regulation of PAI-1 expression in PMCs by LTA

may provide potential therapies for pleural infection and promising agents for pleurodesis.

48



BItER XML B $BRNE (C.-L. Chung) BT

- Thrombin Correlates With Inflammation And Fibrosis In Infectious Pleural Effusions.

C.-L. Chung', W.-L. Chen’, K.-L. Lee'

'Taipei Medical University Hospital, Taipei, Taiwan, *Taipei Medical University, Taipei, Taiwan

Abstract

Rationale: Thrombin is important in the pathogenesis of lung inflammation and fibrosis. However, the
role of thrombin in inflammatory pleural effusions and fibrosis has never been investigated. We aimed to
determine whether thrombin has a pathogenic role in exudative effusions and its clinical implication.
Methods: Pleural fluid thrombin levels were measured in 86 consecutive patients presenting with
undiagnosed pleural effusions and the levels were correlated with the etiology of effusions. Treatment
outcome and pleural fibrosis, defined as radiological residual pleural thickening (RPT), were assessed
at 6-month follow-up. Pleural mesothelial cells (PMCs) harvested from transudative pleural fluids
were treated with or without (control) thrombin (0.2 U/ml), and the production of protein and mRNA
of plasminogen activator inhibitor (PAI)-1, and phenotypic changes and expression of epithelial-
mesenchymal transition (EMT) markers were assessed.

Results: The median thrombin levels were significantly higher in parapneumonic (PPE, n=22), tubercuous
(TBPE, n=22) and malignant (MPE, n=20) effusions than those in transudative effusions (n=22) (5.3 U/
ml, 5.2 U/ml, 5.4 U/ml, 0.6 U/ml, respectively, p<0.0001). Both empyema (n=3) and complicated PPE
(CPPE, n=10) patients had significantly higher pleural levels of thrombin than those with

uncomplicated PPE (UPPE, n=9) (6.5 U/ml, 5.4 U/ml vs. 4.9 U/ml, p<0.001). Furthermore, the effusion
thrombin levels were significantly higher in TBPE patients with (n=10) RPT than those without (n=14)
(5.6 vs. 5.1 U/ml, p<0.0001). As compared to control, thrombin time-and concentration-dependently up-
regulated PAI-1 expression via PAR-1/JNK/AP-1 signaling, and induced EMT and collagen production in
human PMCs.

Conclusions: Effusion thrombin correlates with pleural inflammation in PPE and pleural fibrosis in
TBPE, and induces PAI-1 expression and EMT in human PMCs, implying an active role for thrombin in
pleural inflammation and fibrosis. Further studies are warranted to determine the clinical value of pleural

thrombin as a biomarker or treatment target for infectious pleural effusions.
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Bt R B9 (W.J. Su ) ZAF °
- Associations of Influenza Vaccination with Incident Tuberculosis and All-Cause Mortality Among

Elderly Taiwanese Patients: A Nationwide Population-Based Cohort Study.

W.J. Su', Y.F. Yen’, V.Y.F. Su', P.H. Chuang’, S.W. Pan', J.Y. Feng'
'Taipei Veterans General Hospital Taipei/TW, *Taipei City Hospital Taipei/TW, *National Yang-Ming
University Taipei/TW

Abstract

Background: Influenza vaccination is a safe and effective method for preventing infections among
elderly people. Animal studies have also demonstrated that influenza vaccination may protect against
tuberculosis (TB) through a Th17 response. However, little is known regarding the association between
influenza vaccination and subsequent TB development. This nationwide cohort study aimed to evaluate
the association of influenza vaccination with incident TB and all-cause mortality among elderly Taiwanese
patients.

Methods: This study included patients who were > 65 years old between January 1, 2005 and December
31, 2005, using the Taiwan National Health Insurance Research Database. Data regarding annual influenza
vaccinations were extracted for all included patients and time-dependent Cox proportional regression
analysis was used to evaluate the associations of influenza vaccination with incident TB and all-cause
mortality.

Results: Among 99,982 elderly patients (64,290 vaccinated and 35,692 unvaccinated patients), 1,141
(1.14%) and 35,234 (35.2%) patients had incident TB and all-cause mortality, respectively, during the
738,367 person-years of follow-up. The cumulative incidences of TB were 145.2 and 175.5 cases/100,000
person-years among vaccinated and unvaccinated elderly patients, respectively (p=0.002). After adjusting
for demographics and comorbidities, the time-dependent Cox proportional hazards model revealed that
influenza vaccination was an independent protective factor for incident TB (adjusted hazard ratio [HR],
0.87; 95% confidence interval [CI], 0.770.99) and all-cause mortality (adjusted HR, 0.116; 95% ClI,
0.110.12).

Conclusion: Influenza vaccination was associated with a lower risk of incident TB among elderly

patients. Further investigation of biological mechanisms is warranted.
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BALERRBERR #%EK (Y. Hsiao) EAM
- Combination Of Theophylline With Long-Acting Beta-2 Adrenergic Receptor Agonist Inhibits

Cigarette Smoke Induced Airway Inflammation.

Y. Hsiao', C. Tsengz, Y. Wu', Y. K0u3, D. Perng1
'Taipei Veterans General Hospital, Taipei, Taiwan, *Cheng Hsin General Hospital, Taipei, Taiwan,
*National Yang-Ming University, Taipei, Taiwan

Abstract
RATIONALE: Previous studies showed that selective phosphodiesterase (PDE)-4 inhibitor roflumilast,
which has been used as an add-on therapy to reduce exacerbation of chronic obstructive pulmonary
disease (COPD), might have anti-inflammatory effect. However, it remains unknown whether
theophylline, a non-selective PDE inhibitor with lower medical cost and universally used for decades,
could also provide an effective anti-inflammatory ability in combination with long acting p2-adrenergic
receptor agonist (LABA) after cigarette smoke (CS) exposure. We hypothesized that combination of
theophylline (TH) with LABA may inhibit cigarette smoke extract (CSE)-induced interleukin (IL)-8
release in human primary bronchial epithelial cells (PBECs) through regulating cyclic AMP and adenylyl
cyclase (AC) - protein kinase A (PKA) pathway. Moreover, TH/LABA combination could attenuate CS-
induced airway inflammation in a murine model.

METHODS: Human PBECs were exposed to 3% CSE with or without pretreatment of indacaterol
maleate (IND), a LABA, or TH. IL-8 production and cyclic AMP level in PBECs were measured by
ELISA assay. Specific inhibitors for AC or PKA were added after TH/IND pretreatment to determine
the level of IL-8 and cyclic AMP. In addition, C57BL/6J mice at eight weeks of age were chronically
exposed to CS for four weeks to induce airway inflammation. Mice were treated intraperitoneally daily
and categorized into six groups including air, CS, CS+ vehicle (normal saline, N/S), CS+IND, CS+TH,
and CS+TH+IND. Inflammatory cells and total protein in the bronchoalveolar lavage fluid (BALF) and
cellular infiltration in the lung parenchyma were assessed after 4 weeks exposure. Lung sections were
counterstained with hematoxylin and eosin (H&E) and followed by examination under a microscope.
RESULTS: In human PBECs, IND and TH inhibited CSE-induced IL-8 production through maintaining
cyclic AMP level. This anti-inflammatory effect was attenuated by adding AC or PKA inhibitor. In
the murine model of four-week cigarette smoke exposure, increased protein leakage (Figure 1A), total
cell count (Figure 1B) and differential counts (Figure 1C) including macrophages, neutrophils and
lymphocytes were observed in the BALF as well as

extensive peribronchial cell infiltration and collagen - s —— o
production. These signs of airway inflammation " =
were alleviated by IND, TH or combination therapy 255

with TH+IND. b P a:ﬂ;
CONCLUSIONS: Combination of theophylline & =

and indacaterol maleate, a LABA, exerts a potent < B = =g g™
inhibitory effect on airway inflammation induced by i': i “:'
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FEREFIEPE B [RES (Tzu-Tao Chen) E&ET -
- SUV39H1 Reduction Is Implicated in Abnormal Inflammation of COPD.

Tzu-Tao Chen, Shu-Chuan Ho, Hsiao-Chi Chuang, Po-Hao Feng, Wen-Te Liu, Kuan-Yuan Chen, Kang-
Yun Lee
Division of Pulmonary Medicine, Shuang Ho Hospital, Taipei Medical University

Division of Pulmonary Medicine, School of Medicine, College of Medicine, Taipei Medical University

Abstract

Background: Chronic obstructive pulmonary disease (COPD) is characterized by an enhanced chronic
inflammatory response in the airways and the lung to noxious particles or gases with a poorly understood
mechanism. SUV39H1 is a histone methylase that promotes transcriptional silencing of genes including
those for inflammation.

Hypothesis: SUV39H1 is implicated in the enhanced inflammatory response in COPD Materials and
Methods: Isolated PBMC from 12 healthy non-smokers, 8 healthy smokers and 25 patients with stable
COPD and primary bronchial epithelial cells from normal subjects and COPD patients were cultured
in vitro in the presence or absence of chaetocin, a specific SUV39H1 inhibitor and H202 overnight.
Cytokines in the supernatants were determined by ELISA, expression of SUV39H1 by Western Blotting,
chromatin events by ChIP assays, and SUV39H1 knockdown/overexpression by Nucleofactor.

Results: Global levels of SUV39H1 and H3K9me3 were reduced in COPD PBMCs, particularly in
stage 111 and IV, but not in healthy smokers (P<0.001). A similar reduction was seen at the /L-8/CXCLS8
promoter by ChIP assays. Chaetocin induced a distinct panel of cytokines, including IL-8/CXCLS, IL-6,
TNF-a, but not IL-10 and IL-4 in normal PBMC, which mimicked un-stimulated COPD PBMCs. Similar
to unstimulated COPD PBMC:s, chaetocin-stimulated normal PBMCs had enhanced production of IL-8/
CXCLS, IL-6 and TNF-o with a longer duration in response to H202 compared to normal unstimulated
PBMCs. Primary bronchial epithelial cells showed a similar trend for COPD. SUV39H1 knockdown
by RNAI decreased levels of H3K9me3 and enhanced the production of the cytokines with all the same
pattern as chaetocin did. SUV39HI1 overexpression rescued the levels of H3K9me3 and suppressed the
production of the cytokines.

Conclusion: SUV39H1 controls the expression of a distinct panel of cytokines. Its reduction in COPD
confers an abnormal inflammatory response of PBMC and bronchial epithelial cells to stimulators, such

as oxidative stress.
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BB R K2 f{ R B& Pt #PSL3Z (Wen-Chien Cheng) BEET
- Improved Diagnostic Yield of Bronchoscopy in Peripheral Pulmonary Lesions: Combination of
Radial Probe EBUS and Rapid On-site Evaluation.

Wen-Chien Cheng, Chia-Hung Chen, Chih-Yu Chen, Biing-Ru Wu, Wei-Chun Chen, Chih-Yen Tu , Wei-
Chih Liao, Te-Chun Hsia, Chuen-Ming Shih, Wu-Huei Hsu
Division of Pulmonary and Critical Care Medicine, Department of Internal Medicine, China Medical

University Hospital, Taichung, Taiwan

Abstract

BACKGROUND/AIMS: Rapid on-site cytologic evaluation (ROSE) of cytologic specimens is a useful
ancillary technique in needle aspiration procedures of pulmonary/mediastinal lesions, but few reports had
been carried out to confirm the utility in the diagnosis of peripheral pulmonary lesions (PPLs) by radial
probe endobronchial ulstrasound (R-EBUS).

METHODS: To evaluate the impact of ROSE on the diagnostic yield of R-EBUS for PPLs. We
retrospectively analyzed the diagnostic yields of transbronchial biopsy (TBB) or brushing using R-EBUS
for patients with PPLs in a tertiary university hospital from December 2012 to December 2014.
RESULTS: A total of 815 patients with PPLs were included. A definite diagnosis was made by R-EBUS-
guided TBB or brushing for 627 patients (76.9%). A total of 242 patients (29.6%) were examined by a
ROSE technique. The combination of R-EBUS guided TBB or brushing with ROSE raised the diagnostic
yield in the diagnosis of PPLs, especially difficult cases: right apical and left apical-posterior segment
locations, small PPLs <3 ¢m without bronchus signs on CT scan, PPLs with pleural effusions, and the
position of probe is not within.

CONCLUSION: ROSE can increase the diagnostic yield of PPLs by R-EBUS, especially difficult cases:
PPLs <3 cm with negative bronchus signs, PPLs located in the right apical and left apical-posterior
segments, the probe adjacent to the PPLs and PPLs with pleural effusion. Moreover, it can increase
diagnostic yield if the PPLs size are more than 7 cm. We believe these results can offer the bronchoscopist

to decide which condition should be with ROSE examination or not.
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B K EEP5 452 & (Szu-Chun Yang) B26f :

- Cost-effectiveness of implementing computed tomography screening for lung cancer in Taiwan.

Szu-Chun Yang®, Wu-Wei Lai‘, Chien-Chung Lin®, Wu-Chou Su’, Li-Jung Ku®, Jing-Shiang Hwang",
Jung-Der Wang*"*

* Department of Internal Medicine, National Cheng Kung University Hospital

® Department of Public Health, College of Medicine, National Cheng Kung University
¢ Department of Surgery, National Cheng Kung University Hospital

¢ Institute of Statistical Science, Academia Sinica

¢ Department of Occupational and Environmental Medicine, National Cheng Kung University Hospital

Abstract

Background: A screening program for lung cancer requires more empirical evidence. We developed
a method to adjust for lead-time bias and quality-of-life changes and estimate the cost-effectiveness of
implementing computed tomography (CT) screening for lung cancer in Taiwan.

Methods: From a nation-wide, 13-year follow-up cohort, we estimated quality-adjusted life expectancy
(QALE), loss-of-QALE, and lifetime healthcare expenditures per case of lung cancer stratified by
pathology and stage. Stage distributions for CT-screening and radiography-screening were assumed equal
to those of the National Lung Screening Trial to estimate the savings of loss-of-QALE and additional
costs of lifetime healthcare expenditures after CT screening. Costs attributable to false-positive cases and
radiation-induced lung cancer were included for comparison.

Results: The incremental costs were US$22,755 per person. After dividing this by savings of loss-of-
QALE (1.16 quality-adjusted life year (QALY)), the incremental cost-effectiveness ratio was US$19,683
per QALY. This ratio would fall to US$10,947 per QALY if stage distribution for CT-screening was the
same as that of screen-detected cancers in the NELSON trial.

Conclusions: Low-dose CT screening for lung cancer at high-risk smokers would be cost-effective in
Taiwan. As only about 5% of our women are smokers, future research is necessary to identify the high-

risk groups among non-smokers and increase the coverage.
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S REMSEERT Bk E (Yung-Che Chen) EERf :
- Histone H3K14 hypoacetylation and H3K27 hypermethylation along with HDAC1 up-regulation

and KDM6B down-regulation are associated with active pulmonary tuberculosis disease.

Yung-Che Chen®, Tung-Ying Chao®, Sum-Yee Leung®, Chung-Jen Chen’, Chao-Chien Wu®, Wen-Feng
Fang’, Yi-Hsi Wang’, Huang-Chih Chang®, Ting-Ya Wang’, Yong-Yong Lin®, Yi-Xin Zheng’, Meng-Chih
Lin**, Chang-Chun Hsiao®"

“Division of Pulmonary and Critical Care Medicine, and "Division of Rheumatology, Kaohsiung Chang
Gung Memorial Hospital and Chang Gung University College of Medicine, Kaohsiung, Taiwan; “Graduate
Institute of Clinical Medical Sciences, College of Medicine, Chang Gung University, and Center for

Shockwave Medicine and Tissue Engineering, Kaohsiung Chang Gung Memorial Hospital, Taiwan

Abstract

The aim of this study is to determine the roles of global histone acetylation (Ac)/methylation (me),
their modifying enzymes, and gene-specific histone enrichment in active pulmonary tuberculosis (TB)
disease. Global histoneH3K27me3, H3K27me2, H3K9me3, H3K9Ac, and H3K14Ac expressions,
and their modifying enzyme expressions, including KDM1A, KDM6B, EZH2, HDACI1, and HDAC2,
were assessed in blood leukocytes from 81 patients with active pulmonary TB disease and 44 matched
healthy subjects (HS). TLR2, TNF-a, IFN-y, and IL12B-specific histone enrichment of peripheral blood
mononuclear cells was measured by chromatin immunoprecipitation method. We found that Global
H3K14Ac was decreased and H3K27me2 was increased in TB patients as compared with that in HS. TB
patients with low H3K14Ac had lower one-year survival. Global H3K27me3 was increased in TB patients
with high bacterial burden, or systemic symptoms as compared with that in those without the attribute
or HS. HDACI1 gene/protein expressions were increased in TB patients as compared with that in HS,
whereas KDM6B gene/protein expressions were decreased. Global H3K27me2, HDAC1 and KDM6B
protein expressions were all reversed to normal after 6-month anti-TB treatment. TNF-0/IL12B promoter-
specific H3K14Ac and TNF-o/IL12B/IFN-y promoter-specific H3K27me2 enrichment were all decreased
in 10 TB patients as compared with that in 10 HS. Among them, /L12B-specific H3K27me2 enrichment
was reversed to normal after treatment, while the other 4 remained depressed. In conclusions, H3K 14
hypoacetylation and H3K27 hypermethylation play a role in the development of active pulmonary TB
disease or its clinical phenotypes, probably through up-regulation of HDAC1 and down-regulation of
KDMB6B, respectively.
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- Impaired Immune Response and Lower Serum Monocyte/Neutrophil Ratio Can Predict Outcomes

in Patients with Severe Sepsis.

W.E. Fang, H.C. Kao, Y.T. Fang, K.T. Huang, Y.H. Wang, C.H. Huang, Y.T. Chang, H.L. Huang, C.C.
Wang, M.C. Lin
Kaohsiung Chang Gung Memorial Hospital Kaohsiung/TW

Abstract

Purpose: The aim of this study is to evaluate the accuracy of immune response and markers for predicting
outcomes in patients with severe sepsis.

Materials and Method: This study evaluated adult medical ICU patients (>18 y/o0) with severe sepsis
in Kaohsiung Chang Gung Memorial Hospital. 143 patients were enrolled for ex vivo immune response
study. Whole blood (10 ml) was obtained from each patient immediately mixed with heparin. The day
of first blood sampling was defined as day 1. The second and third blood samples were obtained on day
3 and 7. Expression of cell surface HLADR on monocytes was measured by flow cytometry (Cytomics
FC500; Beckman Coulter, Inc., Fullerton, CA, USA). Stimulated cytokine expressions (ex vivo monocyte
releasing cytokines before and after LPS stimulation) were also measured with a MILLIPLEX MAP
Human Cytokine/Chemokine Panel (Merck Millipore, Billerica, MA, USA)

Results: Patients were divided to impaired immune response group (HLADR expression <83.8% at day
1, n=42) and normal immune response group (HLADR expression >83.8%, n=101). With comparable
SOFA score, comorbidity index, and procalcitonin, there were significant difference between the 2 patient
groups regarding 7 day (impaired 19% vs normal 4%, p=0.003), 14 day (24% vs 11%, p=0.047), 28 day
(33% vs 14%, p=0.008), and ICU overall mortality rate (29% vs 14%, p=0.038). There were no significant
difference in serum cytokine levels between the 2 groups at day 1. However, stimulated cytokine
expressions (IL 6, TNF alpha, IL 1Ra, IL 1b) were lower in impaired immune response group at day 1, 3,
and 7. Although with comparable serum Monocyte/Neutrophil ratio at day 1, the ratio was noted lower at
day 3 in impaired immune response group (0.03 vs 0.06, p<0.001). Besides, patients with elevated serum
Monocyte/Neutrophil ratio at day 3 were associated with favorable outcomes regarding 7 day, 14 day, and
28 day mortality rate.

Conclusions: Immune response and serum Monocyte/Neutrophil ratio provide as a useful markers for

predicting outcomes in patients with severe sepsis.
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Steen B /L FAIHZER] > fMAE— (L2 O AIEZENTR A S L - FEECT AR - o BIFEREhAR K A2
LD FEE - R OB EILREIER - WAEREMARENEE FIPIRES - I (FE A
REAVIRRE » LRSS PETAL ARy 8 Hh—Hfilg e SRR AE B — 1 54 BRI AT H 2R PR 2 & 5 |k
TETLE H %52 B AT 4B B AVATIHEE © BT 2007 4 » Dr. Steen 5F 272 F RS Y i #E i A — 1%
TELBIIBEA AR - ° - WCRChSE RISt - 2E T RSN R — TSRS A9
7775 » ZAMBEESRYEERGE R o RILRSSNERIEIRAVMERE 1~2 /NI "SR5 HE 2%
i HEL TR (ER]RE AN /KIEREA: » (ERTRRIIRER M2 1R -

FI TPEIT 2008 4 0 I K {2 5[5y Dr. Shaf Keshavjee Jz Dr. Marcel Cypel 253214 B A fa
SRR FTR T > FIAERSOR (RIS 37°C ) THETT-RISRE (2 12 /NEF ) HYHG S MR BE 7T 1 A {5k i ik
T HRRINAE T R ¢ o S4TH B TR RIS A (R M PR B3 SRS (Y A AERYE 7 mlkg
SRR U 1EBR PEEP 5 emH,0 55 ) » K {H R 40% By Ll E7F R R 25 % > HrpERHER T
4N gt B Ot T AR S (U R o R IERE ST AL i e S - MRV BIR SERAE AR B £ PEIT
2011 FEAAPIAY A S 5 p SR 38 R A1 DS T B8 22 e 5E (New England Journal of Medicine) |7 > 20
i B2 5SS Mt R EE T A AU R AL 116 i (% S8R PR FI RS A Tl AHEE - s ARY R HAl 1218 I
fEfE o 2252 - G IR R R [FA R TR 42 A At - SSHRS MR R ETAS - T IR A E 12 Ee i)
TR - [FIRFAS SN RO R B i A e B Al S AR (S - mTes B DM R EER 5 fEPETT 2012 42
e — LSRN 50 BIRERAS MR R A8 ° - RIERIAEE - AL E MR EE S
EEPRATREAZTE AT A T - EIRF N M2 Rl nT A T RIG RIS MO R - R T "B 24 &
FRRUERR FTRE - B T Al A B A = 2 B R U LAZE BIRTRR /KA B Y > DA (S P 3R
VR EIRE 2 AN 0 NMITERRE RS S MM B E AU 5 Pl ZE R PR 1E (preservation) ~ {EJi (recover) ~ &
18 (repair) ~ {BA{E (recondition) » %A (treat) SZHR{GHVAT ° » B I > FF S AHBHAZCIEF ARSI
iR s —-F- 5 e T BLFEFI MR 2846 TR AMEEEE » A—F{LE (nitric oxide) ; FIFHETTL
IEERGE TE R EDUER ~ PiE LA (N-acetyl cysteine) ~ /M HEMA] (surfactant) - H £ FLRIEHE
A A -

S BRI ESSNBRE R R il B UK By =08 ° > — 2 {H 4 BB Hfi Dr. Steen J% University
Hospital of Lund #1787 7J57% » %/ Lund technique 5 — 2% %8 btk RHYJ5 % » T8 K Toronto
technique ; =2 3£ TransMedics 435/ &) #L&HY Organ Care System (OCS) » [t B— A f2Eh =4S »
FEEAET A A2 B PR - (st r i es TR MR - & J77A R EMEE - B2t e
Wees ~ TEERECE LRCERURAHE EAFTRE - 220 E » Lund technique J Toronto technique FY#
SRIAE By continuous flow > [fj OCS A& = pulsatile flow ; fi{EFHIEEF " > continuous
flow B pulsatile flow {EFELE 12 /NIFHVASSMITRE 1% - RISHEE R ~ §OREELL - KRER
F1 EAGHEREZER] - {250 EHEE F > Lund technique & OCS ABAE » JERIKEH AL LER
% - KBNS DR U EE EIEERE RS+ > 170 Toronto technique RyEIPAZ - Ki—FIZRIP I EE 45
b EITEEARE R - ARV TR0 B TR — e T - BV RERAR & il e
PR AR - TR S T 2 - FEERRELSY | > Toronto technique AR &4LIMMBRAVHEATHE
/8% acellular solution ; 4 %y Steen solution » B {73 /RN 25 5 PAKERR 2 5 OBR e/ DAt 7K BT & -
WA FERERT (dextran 40) 34 13517 PN B2 Y R © 1f Lund technique &z OCS {f B & 4LIMERAY
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cellular solution » fH#% 2 | » Toronto technique [/ acellular solution FJ$8 48 &E 17 (oxygen content) #5755
Ho37 (shunting) HY¥ER T BRS8N » (AL » 4 Toronto technique H » &8585 BRI I HE—
RER R - HSEAORER T « EEESHEEEEERE " - £EERT
> f#F cellular £ acellular solution FHEL » {ERSACHALIRE [~ SR IE I > DUREEMSR MEIEEHY
AiE4ERE > WisH R EERAREAE Bl - FEMEENME | - OCS Fy—ml s =4S E > SRR TT{ERSEN T &
B4 Y #H; » A% Lund technique &z Toronto technique &—[&E R E% M » fEHEH L » B8E &84
— 2RI (cold ischemia time) » FIFEZFRASIMITREER - ANME RS EROR - BEE %
RN VE R EE 2 B 5 b TE K EI58 RS MR R Y S R Ry fer 2 2L B
FAVE ? MR R — AR R FE 2 SOk A S E e o FIRERELBHE (A -
Eif TR LRSS MR R Ay —4H - ELEE BB TRR M TR E R —4H - (Rl R e i
EMNME B - B RERE 815 RIS ER - 5 DUPRE R 2w i i R ET- A 4Bt (s 21
RPN PREERES] - BEAL - #7285 ASE LE AR Ml E R & E Res B 2Bl - SREBHER
S ETHRE G NG 2 S E R " /N AR IR 5 R 7/ NS S 4 Mii i e T 1%
AFAT o R AH 73 Al PSR /N R~/ NS & i T F T 12 PR AR A BIIRE N » 45 SRR AHAE DIRE
bR R BB - S E RS MTREE R T E RSB ERFHRMAREES R - &
EHESMHE L B EAAIIERE R 32-34 [ERFFRAITR sstiiE R - By ALY
SEE FyE 5-7 mi/kg e

bR T B E B AL EEONRIERIR BRI - & STV 2 RS Mili B R AV R R s B T &
#1911 { B Toronto technique Yy NOVEL trial, Vienna trial, Perfusix trial ; {3 F§ Lund technique [
DEVELOP trial » & {#EFH OCS #Y INSPIRE trial 52 EXPAND trial = ELA7 INSPIRE trial 7 Vienna trial
B e S AR Al g PR G = Y BB A MERR R 2T > PR — AR RS Y M RO i AR B & MBS BRI Y
L - HAVTEERAS ST RO T R IR AR 52 2 - S S ReE— e Al -

TERA - BIMEREEBYIERISE: (B —) - — T HBEARRSEEET ) - HEEEL
—RATHIRRESMRHES /D (B =) - 240 - PBEEE RS T SR i A2 - A8(E nT DASE T %
BEZ AR AR A - HEEIBE 23 B0V EEAYRER & BBt RE I A 22 TR R A2 - Hifi i
FEAEIKAE
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