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@ Clinical Allergy & Immunology (1)
Hl TBD
@ Clinical Respiratory Medicine (2)
B Noninvasive ventilator in respiratory failure
- Kuang-Yao Yang, Frank M. P. van Haren, Jean-Pierre Frat
B Lung transplantation
- Hsao-Hsun Hsu, Hiroshi Date, Shaf Keshavjee
@ COPD (2)
l TBD
l TBD
@ Critical Care Medicine (1)
B Update in critical care
@ Environmental & Occupational Health & Epidemiology (1)
l TBD
@ Interstitial Lung Diseases (2)
B Pathology of Interstitial Lung Diseases
l TBD
@ Lung Cancer (2)
l TBD
@ Pacdiatric Lung Diseases (2)
B s bronchopulmonary dysplasia preventable?
B Pecdiatric Asthma
@ Plcural Diseases (1)
l TBD
@ Pulmonary Circulation (2)

B Diagnosis, management and registry for pulmonary hypertension




B Medical and surgical interventions for congenital and adult pulmonary hypertension
@ Respiratory Infection (non-TB) (2)
B Hop topics in invasive pulmonary fungal infection
B Pulmonary diseases caused by nontuberculous diseases (NTM)
@ Respiratory Neurobiology and Sleep (2)
B Impact of OSA
B Phenotype and genotype of OSA
@ Pulmonary Structure and Function (1)
B Emerging Technology for Pulmonary Structure and Function
@ Tuberculosis (2)
B Management of latent TB infection (LTBI): an update
B Addressing MDR-TB in the era of End TB strategy
@ IPF (1) *extra proposal
l TBD
( =) Financial Committee 4 Z i H S © TGS S B EE S A T2 B8 - &4 F]
WRHR G A2 K B AR EE IR E - Agffm APSR H A& F ARG 5 &kt
M EEE -
1~ 106/11/3 B2 Bl E TR HEF RS B 5 2 (2 FE AT %47 (Health Lung project MOU) * 45 =l
KEIFHE @ afFERCH MeE - BEEGERE -
@ Policy Shaping
@ Education
@ Patient care-Asthma center of Excellence
+— s HEARERES > AgHEYEEEG A HETHAR T Pneumonia Guideline ; » SREEHERE
S 3 HRERERRS (BEEIGIE - 8 HF0REfES [BEEE - FETRILEE —REX
Haeds - =80 ¢
% 188y ¢ HiisRPiA 2GS (CAP, HCAP, HAP, VAP) :
A%5 antibiotic time-out & de-escalation °
552 ¥4y - HAP & VAP 21T (VAP bundle etc) ©
2 3 #h4r ¢ CAP 2B FI7E[ (HCAP in RCW, £ 1# ; vaccination) °
THIE 107 4 3 HE8T " iR @ ER e lIfE g, - NEREEN 20 BTs i
TE e S e R g L [F S -
Ky B B g 12 e S L A5 e B e B B2 BT B T 2 B i e B B i 2 SR AR M B IR A iE
Wik T106.10.13 EICRE ) -
A 1 106.2.10 FYER R SR @t ek ¢
(—) 285 REFZHY - EAEELEGNEEEEIE BB LEENREHRE
BlF ISR EE P - ez B e thallsket & H S H B LER MR 22 gl E - L8z
A H[FATL S REE ZF8HH ?
(Z) BEMEEEEIERE 2/ DHEIRI I (RS B E RN RGN E R TR/ N2 iR

—+
|l




ES - WS | |+ 3B >

==
0"

g
%
i

+

ENFERra B H. °

(Z) H SRR LT SAUES - REEIG SRR 5 LR
SRS 7
OB RRAS LD T ;
P ol
R | 135 24 FLMIEDE » SR E T | EARERTEAY 24 FRREN
DR ESEA S R AHE 7 BRI R s S KR -

B | e ATA Sy - RERER GRS | () ElRprAE#SRE - A8 REBE#R ]
HyEtRE R - B E RN ? i Ll | HUSARERE -

HS R B4R 1 2 (2) SERLH R ATFISRIZ LR IE R S R
RE > Bln] R @R R N Ea T -

R | BRI SREt E A ER B EEE K | JISETEHAR G BT INEREL -
o EE R R SR — [ -

AT ~ BRI SR Ve - B RS E
SO PSS | A IE B T E R B S G N I B R R AT -

- BRI IEESE - A 2@ AEAEZRIE 106 R R ARIERITIR 2 E SRR (5T

= BEWNSHEREEANSHRERGS 2@ BUBEESEE > DI MELEs
HE B R ACHEEN BUR 2 BAGEER > 8 H 21 HAEBAZE | RKEREH > 0 H20H (L) NG
FERBAFATES > 11 10 0 (1) A 2 REZER > EXRER L AIRE R

oA
él:lﬁFFH .

(—) EZEIES (NEFREE R AR - E BT S ST B T RS Al S R - A%
THH A HESEY I - RS e o m a4 Ta s RV T B R R T2 AR -

(=) BEfERES ERRE EE SR - UEENRFRFRIIHEESE > UAFERIEZ
A -

(=) $HEHES [N S HRES E AT 2 B RNE - miiap sl A BERIE: - B 55
FRETT N BHTRRAR - SURHEEIERDE » DURRAMAY Uit - 2545 [ aEH
PR -

ZEG L AER LI/ N ks -

(—) "HEEEEENEAEIG R EEZEY ) Sl ER T E S

L3 1fEERES - EEFH 9 A 24 H (28H) E£RH=® 1 BM287 > 719
L ARHERRT ~ 4 LM R RIS - BIREFEAR 18 L > AN 3 iz - 565 1 PR BN
FH16 fir (FFESSRIL 17 iz ~ R BERSRAL 1S L) + SMEESATERE 3 fir -

2.6 2 [EERREB L 10 A 22 H (Z2HH ) FEE KB H MR T2 21T > 13 AR
Al It pl i A - 2 iz et R A ilaE HL 107 FMEEE S I, 0 1 i B Al sl 4
B 3 {8 H B2 H iR B AR 3 H A INSREN 4R - SEHRIEEATE SR AL 16 fif
BAl (13 AR ~ 3 5N

10



(=) 106.8.9 "AHFEB/ NS = |, - ERMERAHE
SAE3 H 24 HiR TB HE MG E Y » HARMAABSE A AT RBLES S E )
SRR > DAS [REr e KRN GERm I AR O - tERAEROE H&E T ERIVER
By IBERAEIZEE ) R~ XU~ T~ BRREE M R RS - B REE -
(=) "FHEMTERERZES S | dEMERRE
1 BB R KA REHE 10 B 27 H (7)) B4 10 2 12 BifEdbiid s A E s
MERRe AL | APHZEE RS R EE ) MRUPERILSEHEUSE) - S5t 11
A 1LH(N) @S - 11 28 H (=) B RGERILSCE S B TS FE Ty
U EE) (AT ZEE i E RST8] ) - FFATRHZE E e S HE i A R H 4208
FEEPRIA 1 s CLLISFs e - SRR EATHZE E (g » 25 R A - BEaH
ELCE
2. HEES M COPD H » At 11 A 14 H () 14:00~15:30 £ &AL E A S 8E
ST Tl SESERL A - &EAELERE 2017 R COPD HEEE® | » BEREZSE
BEUKEBHIAE BN FEERETLETESE - B COPD HEE —FK
5 BRRET T — [ A -
3.FHER 10 H 29 HiEBdbEAREHE ~ 11 H 12 HIEEHEEESR)S ~ 11 5 19 HiE S
thH H TSR E I COPD 451 5 E#FSERE » B ARBEAESN > /r4EhT)
REfR A EARiEET - COPD &M EMRERD SR ~ B BEUEmL R ZEHI = -
4. BT fREEAGH Y T AfifHZE COPD 7% VPN & B E AR ¥ T-COPD | 4% k-
eI BB -
5. SRR VB R\ RS S | DL R AZ ORI BT -
(F9) 106.11.9 " EEHERIFHASMBE LS | Gfdham > ALUENRSE
1 EEERH A - O
ErEE S (Im(E22E) Bt - 1L H 1I8BH (ZHIN) MAEGREERE 501 s E 23417 -
GRENEEE SR 94 ¥ » Wi 26 fir - JeiEE 1 fiz » SR 25 fir - =04 fir - BEE 16 fir
Lo 22 fir -
A (2018 FhmE2Ew ) T > 12 A 16 H ( 2H7S) 13:00~17:00 £ & KE P s
HEARI T2 @ - O RSy - BEE (EREPREs - R e - 5%
B2~ @HIEE -
2. 106 - fiE B 2R R BS Al o A 122 fir -
3. 106 I En EE B ISR A 67 (B BN (FISRETE ) SERHERTE (58 IR A3
106.07.01~107.06.30) ©
() 106.9.19 " EEMEMR/INEE® | » HZEEHERS -
1105 10 H 22 H (/) GILEZEEZEYE 2016 ILD Academy » 2:fii A% 95 fir -
2.106 426 H 11 H ( H) &ILEZEEZYF 2017 ILD academy » Z:fjI A% 78 fif. -
3.106 48 H 19 H (/N) EfEEREREZHF ILD Academy_South » 21 A% 56 fif. -
4. AARETEILP R — R S RGERIE -
5. ILD MDD meeting :

11




@ DIESAE e T 5
M~ EK - MERKHER
W

@ 106 FE5HI12H(H)EIE R E 6 JE £ #it HRCT of IPF Consensus with
RSROC - [ T ZNRZEERTSN » Bl 2 BUR U 4RI B AT - Erasli Rig R i es
figF—R | S e B N R A S L2 AR EE 6

S —

5 H (http://www.biomedicine.org.tw/biomedicine/Upload/11.pdf)
6. IPF Case Book #fH : % J B IPF guideline l&[% » AFH FEEEM =T - F2H
SERERLESED - (LR RATECE IPF B A BERY B EI25 - DIBEESR » MRS
R ERGRtEEREgE -

7. IPF epidemiology survey (real world IPF management survey) & upcoming studies

EERAHEAREGITE > 158 E 8% IPF FEHIEER R
AR R ~ EURMBRURER] » R ETID A S BT

ES - WS | |+ 3B >

@ Improved management of IPF depend on epidemiology data (diagnostic spetrum,

==
0"

outcome analysis)
@ Characteristics
@ Diagnostic procedures
@ Treatment patterns
@ Quality of life
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IPF_ 7Y §% 51|52 h TERETE
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IPF B2 R AHR R B EBEEXE

IPF with AE— =R &M EE
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( P9 ) IPF epidemiology survey (real world IPF management survey) & upcoming studies -
@ Improved management of IPF depend on epidemiology data (diagnostic spectrum, outcome
analysis)
@ Characteristics
@ Diagnostic procedures
@ Treatment patterns
@ Quality of life
@ Long term outcome for emerging therapies
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8. EZELB&DE MBI BEAT

9. ISlERTES FFEERE BEAT

10. SRR T3S BAT
( 1) Program in plan :

@ IPF patient education booklet
@ IPF online registry (REDcap Z$t 5 » & RFERELHT )
@ IPF biomarker program ( JLZ5F[{Z[EELHT )
@ 2018 APSR ILD section ( & K T HE{HEEHT )
RO TR
2018 APSR ILD meeting program (proposed)

ILD
Date Time Topic Speaker Moderator
TBD 40 minutes Overview of fibrosing ILD ffgf‘l Femzmngs Martinez, TBD

40 minutes Clinical study update of SSc-ILD Erlgf' Ghiistopher Reptor, TBD

MDD for ILD diagnosis

(11/29~12/2) |10 minutes Case 1 Taiwan expert

10 minutes Case 2 Taiwan expert TBD

10 minutes Case 3 Taiwan expert

10 minutes Panel discussion ALL
IPF
Date Time Topic Speaker Moderator

. N Prof. Yoshikazu Inoue,

TBD 40 minutes IPF treatment guideline update Japan TBD

40 minutes IPF real world experience in Taiwan  |Taiwan expert TBD
(11/29~12/2) 40 minutes 0Rf61a11> 1\;vorld challenges in the treatment Prof. Luca Richeldi, UK |TBD
2017 annual TSPCCM meeting (ILD topics)
Date Time Topic Speaker Moderator
2017/12/9 15:10-15:50 Interstitial Lung Disease: Current Prof.Ganesh Raghu TBD
(Sat.) Trends and Management (TBD) (USA)

15:50-16:20 HRCT of fibrosing ILD: Now and RSROC TBD

Future (TBD) Bt HEE
16:20-17:00 IPF treatment guideline update (TBD)  |gEERE&[% TBD
BHE T4

8 - ERRSEnER

— ~ IPF Case Book #5#% E{LE A2 G 4dinh Hi2dt e 552 o] IR &30 (S AR J5E) -
G BELEFREAE IPF ({228 ? 40fa a5 8Em ? e ?

T~ EEE S HUIPF early stage JEPE4A(T o
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Figure: Serial abdominal CT during hospitalization. (A): Day 1; (B): Dayl14; (C): post drainage tube

insertion
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[Case]

51

A 41 year-old obese woman was transferred from local hospital under the diagnosis of acute necrotizing
pancreatitis with severe sepsis and multi-organ dysfunction syndrome (respiratory failure, kidney injury,
liver injury and shock). The serial abdominal CT revealed progressive intra-abdominal fluid collection
with necrosis and the tube drainage was performed on the day 15 (Figure), and she was immediately
transferred to our ICU. The multi-drug resistant pathogens were discovered from drainage fluid including

the MDR-AB, VRE, Stenotrophomonas maltophilia, and Ps. acruginosa-CR strain.
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Alectinib £ Crizotinib R4 Y HAFF/ )\ HH AR b =2
ALK [ BB B ZLLE

8B © N Engl ] Med. 2017 Aug 31; 377(9): 829-838.
iwaZ - TR SEESEARBWERER W

R
B -

Alectinib £5— 5 [ BRI AT RS2 MEIR S R AR (ALK) HIHIR] - CEAHGEE A /65 ALK [5
PGSR IR/ N RR AT BE (NSCLC) B > BLA 2 SRR P AR THAE S840 2 R - IS (R RSB 31 R
COAFEHY ALK BRI IR/ N AT AR TR 8 (RIS IR R B RS S8 ) - $RET alectinib AHER Y
crizotinib AL -

MRERGE:

FE—IHBER T EC ~ BRUERRCHYSE = HAREIREER T - 303 ZoREUEHAY ALK S IEIREITR NTIRE
Hifiges B A B S B2 alectinib JAHR4H (5 H WX 600 mg) = crizotinib J&#7F4H (& HRIK 250 mg) -
FEEHEFEIE RyalBR R NHER SR L E - RERHS ISR MBI FEZ B g e EE L
FE] s e R - RN ERNE RS S -

R -

TEHR I E5T R R 17.6 {E A (crizotinib) F1 18.6 {E H (alectinib) FYZEHERARIA > alectinib 4HAY 152
HEFET 6244 (41%) F AR EALEGE TS - 11 crizotinib 2HHY 151 44 & F1 RIS 102 £4 (68%)
st E R AHAE R LSS » alectinib #i3 512 crizotinib (alectinib /Y 12 {lil H B -{FER
68.4% [95% (SHEEERT (CI) > 61.0 & 75.9] » crizotinib HI| 5 48.7% [95% CI > 40.4 & 56.9] ; BHEAL
HIET fEkEh A 0.47 [95% CI > 0.34 & 0.65] ; P<0.001) ; [ alectinib i\ 7 F| fm e i B A Th r 85 -
W HEEZ B HENFE(LEEERE - B RSG5 - Alectinib 4H4EETH 18 HEH
(12%) &4 thfE (K 22478 55 B 254 » 1T crizotinib 2H R 68 %4 (45%) (cause-specific hazard ratio 0.16 ;
95% CI » 0.10 % 0.28 ; P<0.001)  Alectinib 4H7 126 & g3 A4 G N E (N IERE 82.9% 5 95%
CI > 76.0 % 88.5) » [fij crizotinib 4055 114 %4 ( SEFER By 75.5% : 95% CI > 67.8 2 82.1) (P=0.09) -
Alectinib Y55 3 4R 25 5 4R B R H# 5 (41% > [fij crizotinib & 50%) °

FHERTA crizotinib > alectinib FIY ALK [543 E/ NIRRT B E 065 - Fi8— 28 = HARVER ARG
Ees B A I R A F T -
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Alectinib versus Crizotinib in Untreated ALK-Positive
Non-Small-Cell Lung Cancer

N Engl J Med. 2017 Aug 31; 377(9): 829-838.
Solange Peters, D. Ross Camidge, Alice T. Shaw, et al.

Abstract

BACKGROUND:

Alectinib, a highly selective inhibitor of anaplastic lymphoma kinase (ALK), has shown systemic and
central nervous system (CNS) efficacy in the treatment of ALK-positive non-small-cell lung cancer
(NSCLC). We investigated alectinib as compared with crizotinib in patients with previously untreated,
advanced ALK-positive NSCLC, including those with asymptomatic CNS disease.

METHODS:

In a randomized, open-label, phase 3 trial, we randomly assigned 303 patients with previously untreated,
advanced ALK-positive NSCLC to receive either alectinib (600 mg twice daily) or crizotinib (250 mg
twice daily). The primary end point was investigator-assessed progression-free survival. Secondary end
points were independent review committee-assessed progression-free survival, time to CNS progression,
objective response rate, and overall survival.

RESULTS:

During a median follow-up of 17.6 months (crizotinib) and 18.6 months (alectinib), an event of disease
progression or death occurred in 62 of 152 patients (41%) in the alectinib group and 102 of 151 patients
(68%) in the crizotinib group. The rate of investigator-assessed progression-free survival was significantly
higher with alectinib than with crizotinib (12-month event-free survival rate, 68.4% [95% confidence
interval (CI), 61.0 to 75.9] with alectinib vs. 48.7% [95% CI, 40.4 to 56.9] with crizotinib; hazard ratio for
disease progression or death, 0.47 [95% CI, 0.34 to 0.65]; P<0.001); the median progression-free survival
with alectinib was not reached. The results for independent review committee-assessed progression-free
survival were consistent with those for the primary end point. A total of 18 patients (12%) in the alectinib
group had an event of CNS progression, as compared with 68 patients (45%) in the crizotinib group
(cause-specific hazard ratio, 0.16; 95% CI, 0.10 to 0.28; P<0.001). A response occurred in 126 patients in
the alectinib group (response rate, 82.9%; 95% CI, 76.0 to 88.5) and in 114 patients in the crizotinib group
(response rate, 75.5%; 95% CI, 67.8 to 82.1) (P=0.09). Grade 3 to 5 adverse events were less frequent
with alectinib (41% vs. 50% with crizotinib).

CONCLUSION:

As compared with crizotinib, alectinib showed superior efficacy and lower toxicity in primary treatment
of ALK-positive NSCLC. (Funded by F. Hoffmann-La Roche; ALEX ClinicalTrials.gov number,
NCT02075840)
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Durvalumab S&E LB R HRARERA o] FTtIBRAYE
ZREEHA (11 H#A ) FE )RR BhIE

#8E3 : N Engl J Med 2017 Sep 8. doi: 10.1056/NEJMoal709937.
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PACIFIC iHZERH461Y 2014 525 H » THETIY 2019 5 7 HEASTR « 225K 26 {EEI5R 3 235 {EE 22
DS HLRZIAIRST « STEEAIAIRE A 983 f » il 2017 4F 2 HELA AR A 712 (3] » $% 2:1 CEBIBEI £
Durvalumab Z[E;&%#4H (Durvalumab > 10 mg/kg > 2 B 1 HE > fEEE 12 ([#H ) 468 ] » 275
PAI$HIE4H 234 ]

PACIFIC tHFEHY F ZERFT 4 B Ry fips (75 1] (PFS) FIAE AR A7 H (OS) - HAAHFT 44 R FE %8
&M% (ORR) » JEFFHRAIA R - 12 H ~ 18 H S PFS ZE 08 22 » 24 {E H OS % » JETHE
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13.8 i A > ORR J7 T ( LARIS U LR SRR HE R AR HET TLLEY ) > Durvalumab EEEGRAHEE
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IREIDALTRIUR % - RAR—Hm A > BT 2AEE - Mo FE2 AR RUR AR AT S M bR e (b
MALBRE S A R E R ARITEE © 4 RTOG 0617 55 =HAstEnas s » B 1o & (74Gy) =t
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Durvalumab after Chemoradiotherapy in Stage Ill Non-
Small-Cell Lung Cancer

N Engl J Med 2017 Sep 8. doi: 10.1056/NEJMoal709937.
Antonia SJ, Villegas A, Daniel D, et al.

Abstract

Background

Most patients with locally advanced, unresectable, non-small-cell lung cancer (NSCLC) have disease
progression despite definitive chemoradiotherapy (chemotherapy plus concurrent radiation therapy).
This phase 3 study compared the anti-programmed death ligand 1 antibody durvalumab as consolidation
therapy with placebo in patients with stage Il NSCLC who did not have disease progression after two or
more cycles of platinum-based chemoradiotherapy.

Methods

We randomly assigned patients, in a 2:1 ratio, to receive durvalumab (at a dose of 10 mg per kilogram
of body weight intravenously) or placebo every 2 weeks for up to 12 months. The study drug was
administered 1 to 42 days after the patients had received chemoradiotherapy. The coprimary end points
were progression-free survival (as assessed by means of blinded independent central review) and overall
survival (unplanned for the interim analysis). Secondary end points included 12-month and 18-month
progression-free survival rates, the objective response rate, the duration of response, the time to death or
distant metastasis, and safety.

Results

Of 713 patients who underwent randomization, 709 received consolidation therapy (473 received
durvalumab and 236 received placebo). The median progression-free survival from randomization was
16.8 months (95% confidence interval [CI], 13.0 to 18.1) with durvalumab versus 5.6 months (95% ClI,
4.6 to 7.8) with placebo (stratified hazard ratio for disease progression or death, 0.52; 95% CI, 0.42 to
0.65; P<0.001); the 12-month progression-free survival rate was 55.9% versus 35.3%, and the 18-month
progression-free survival rate was 44.2% versus 27.0%. The response rate was higher with durvalumab
than with placebo (28.4% vs. 16.0%; P<0.001), and the median duration of response was longer (72.8%
vs. 46.8% of the patients had an ongoing response at 18 months). The median time to death or distant
metastasis was longer with durvalumab than with placebo (23.2 months vs. 14.6 months; P<0.001). Grade
3 or 4 adverse events occurred in 29.9% of the patients who received durvalumab and 26.1% of those
who received placebo; the most common adverse event of grade 3 or 4 was pneumonia (4.4% and 3.8%,
respectively). A total of 15.4% of patients in the durvalumab group and 9.8% of those in the placebo
group discontinued the study drug because of adverse events.

Conclusions

Progression-free survival was significantly longer with durvalumab than with placebo. The secondary end
points also favored durvalumab, and safety was similar between the groups. (Funded by AstraZeneca;
PACIFIC ClinicalTrials.gov number, NCT02125461)
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1. A 41 year-old obese woman was transferred from local hospital under the diagnosis of acute
necrotizing pancreatitis with severe sepsis and multi-organ dysfunction syndrome (respiratory failure,
kidney injury, liver injury and shock). The serial abdominal CT revealed progressive intra-abdominal
fluid collection with necrosis and the tube drainage was performed on the day 15 (Figure), and she was
immediately transferred to our ICU. The multi-drug resistant pathogens were discovered from drainage
fluid including the MDR-AB, VRE, Stenotrophomonas maltophilia, and Ps. aeruginosa-CR strain.
What is the best management plan for this case?

(A) Combination therapy with high dose antibiotics including the Daptomycin/Colistin/Tigecycline/
Levofloxain

(B) Hospice care and adequate pain control

(C) Surgical intervention to debride the all necrotic tissue and infectious fluid

(D) All above

(E) None above

BEEE (15T

2. —fir 60 FRA MM - BRI BT RS =8 B (T2N3MO) Al » N3 Z4EHAm
FIFEE - PET-CT MASEMZME SR A S BRI - EGFR 2888 5 del in exonl9 » fi &Y G
TRy ?

(A) EGFR TKI fE# 557
(B) FlrIkx

(C) [EEALREIR AR
(D) EIHHF

3. NEIRHA 2 TEAE ?
(A) durvalumab 250 A2 BRG] - Rt PD-1 Hike
(B) durvalumab 1255 = HIFRARH T 32 [0 A LR U IR/ N At Re R A - AT DUE R EEATT
75 (overall survival)
(C) durvalumab L2 B I R
(D) durvalumab H: 72 B R 35 2
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4. FrAIEEGRIE NHREATE B 2 b > ALK BRI B PTG EERET R 2
(A) 55%
(B) 30%
(C) 20%
(D) 5%

5. TR alectinib BT > o/ 2 IERER 2
(A) TV RO B Fr Ik /IR B 1 B
(B) 97 B A MR 3t
(C) TTLUA RO Eeil] EGFR [ k/INAF A 8 A T L i
(D) T DA SITAE 0530 ALK Py AR 7 FE S 7 e

6. Pacific #/f5¢ > Durvalumab ZE[E A4 - B3 PFS (5 8|#E 1S » 25 ?
(A) 16.8 {EH
(B) 5.6 i H
©) 112 @A
(D) 13.8 {EH

7. 7£ durvalumab JEFRAARIZ RN ERAE+ - BREEEENLRE RN REEHE?
(A) e PRIERT 38 BB T 32
(B) F&E
(C) e
(D) 53 82
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Figure 1: Chest plain film revealed lung markings

decreased in right lung field and consolidation in left

lower lung field.
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Figure 2: The 12 lead EKG showed sinus tachycardia, S1Q3T3 and inverted T wave at lead
111, aVF, V2~V6.
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Rttt - SHEMILARER / S8 AN BIEAR SRIBREEEM

1. [Case]

A 68 y/o male patient without systemic disease suffered from sudden onset of shortness of breath for 1
day. He had chest discomfort without radiation and dry cough for 3-4 days. He denied fever, chills, cold
sweating, nausea, vomiting, abdominal pain. Vital signs as below: BT: 36 degree, HR: 109/min, RR: 22/
min, BP: 119/88 mmHg. The lab. data upon presentation showed WBC: 14,430/ul, Hb.: 14.3g/dl, PLT:
178,000/ul, CPK: 135 IU/L, CK-MB: 5.4 ng/ml, Tn-I: 0.472 ng/ml, arterial blood gas (room air): pH:
7.371, PCO,: 41.2 mmHg, PO,: 45 mmHg, HCO;: 23.3 mmol/L, SaO,: 80.2%. The hepatic and renal
functions were normal. Progressive dyspnea and desaturation developed followed by intubation with

ventilator support.

[Question]

Which diagnosis is likely?

(A) Lung abscess

(B) Acute myocardial infarction
(C) Acute pulmonary embolism
(D) Aortic dissection

(E) Cardiac tamponade

Figure 3: The enhanced chest CT revealed bilateral pulmonary artery thrombosis and

consolidation in the peripheral region of left lower lobe.
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[Answer]

(C) Acute pulmonary embolism

The A-a gradient was high estimated by arterial blood gas. The 12 lead EKG showed sinus tachycardia,
S1Q3T3 (S wave > 1.5 mm at lead I, Q wave at lead 111, inverted T wave at lead III) and inverted T wave
at aVF, V2~V6. The enhanced chest CT revealed bilateral pulmonary artery thrombosis and consolidation
in the peripheral region of left lower lobe. The D-dimer showed 6.91 ug/ml. The diagnosis of acute

pulmonary embolism was confirmed by enhanced chest CT.

i

2. BB HATRE S - AREBENIIESIIEAR T EE “F—K" HHEEES ZHREE > T
o[ Ry S 2 B 7

(A)&y2L

B) &ysL

() ZISL

(D) &y20L

EZE (B)

3. A Early Goal Directed Therapy (EGDT) &/ - N4If[& B “JE" 2
(A) EGDT E—fi 2k > FEZ R
(B) EGDT 5832 “Early” {/5@HiE 6 2 % 0BT
(C) BmR4E T el H AsH I BIRE (dynamic) PEEFE
(D) ®nRsa T 2 5l h HETEHa RS “fluid responsiveness” fIEHZ “fluid status”
EEA)

4. A& R BRI - oA H B R At PR Se s A e e 2
(A) REBGTIHNIEEAE 3 /NP SERK 3 /NEFHYEH & UREE
(B) 3/NFH A URE G SRR - BT AER D R P A A&
(C) e & A IR R R B A RS H R R R e A SE R
(D) &G THUER AT R B AR SRR R AL R
EZE (B)

5. [EA AN A= B R EDRHEE oA FE R R PR e N 2 JET°2R > THIMer 5 I 2
(A) SERCHITHETRERAFARER R AT A e e R A B A\ S8 U SR S AH A
(B) 5ER4H &R AT BRI M R E AR S A B E bR B R I NSE T
(©) ETHIEZRZ AR R REAR S B E R NSE TR
(D) DL EEE
%% (D)
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6. B AR edlam - IR S RE RS RN mm A - YRl A& sEa 2
(A) SRR A SRS RHMEAS AT AE
(B) BE & MHEASATEIAE
(C) s fnsHaFEE ERH RS HTIAE
(D) &bl B R B
& (B)

7. TH R L A DL R S RE ST FE IR ARYATThEE ?
(A) MRS EE
(B) KEWms [ZretEAmia s
(C) BREENZEIE
(D) LfJLEZEREH ECMO
EE(A)
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£ KEEP% BTE2 7T (Sheng-Yuan Ruan) B2Ef :

- Neuromuscular blockers in pneumonia and non-pneumonia related hypoxemic respiratory failure.

Sheng-Yuan Ruan, Chun-Ta Huang, Jung-Yien Chien, Huey-Dong Wu, Chong-Jen Yu

Department of Internal Medicine, National Taiwan University Hospital, Taipei, Taiwan

Abstract

Introduction: Neuromuscular blockers are suggested for treating severe hypoxemic respiratory failure
because of the advantage on reducing ventilator-induced Iung injury. However, the use of neuromuscular
blockers also has negative impact on airway clearance which is important for the recovery of pneumonia.
This study aimed to compare the therapeutic effects of neuromuscular blockers in pneumonia and non-
pneumonia related hypoxemic respiratory failure.

Methods: This cohort study used a mechanical ventilation database in a medical center in Taiwan.
From October 2014 to April 2015, 265 patients with acute hypoxemic respiratory failure and a PaO,/
Fi0, ratio <300 mm-Hg were screened. After excluding 69 (26%) with hydrostatic lung edema, 196
patients were included in the analysis. Multivariable logistic regression was used to evaluate the effects of
neuromuscular blockers on 30-day mortality in pneumonia and non-pneumonia groups.

Results: Among the 196 patients, 125 (64%) were pneumonia related and 71 (36%) were non-pneumonia
related hypoxemic respiratory failure. Neuromuscular blockers were used in 33 (26%) and 13 (18%)
patients in pneumonia and non-pneumonia groups, respectively. The crude odds ratios for death
associated with neuromuscular blockers were 3.18 (95%CI, 1.40-7.24, p=0.006) in the pneumonia group
and 0.89 (95%Cl, 0.26-3.04, p=0.85) in the non-pneumonia group. After controlling for demographics,
respiratory parameters and comorbidities, the adjusted odds ratios were 2.77 (95%CI, 1.05-7.30, p=0.04)
in the pneumonia group and 0. 75 (95%CI, 0.12-4.58, p=0.76) in the non-pneumonia group (p for
interaction=0.07).

Conclusions: Neuromuscular blockers appeared to have different effects on mortality between pneumonia
and non-pneumonia patient populations. Neuromuscular blockers should be used with caution for

pneumonia related hypoxemic respiratory failure.
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£ KEEPR PR5KIE (Yung-Hsuan Chen) E&6f :
- Burn Size and Albumin Level Were Associated with Liberation from Mechanical Ventilation in

Patients with Respiratory Failure in the Formosa Fun Coast Water Park Explosion.

Yung-Hsuan Chen', Jia-Yih Feng’, Han-Chung Hu®, Cheng-Liang Tsai’, Fang-Ming Hung’, Kuang-Yao
Yang®, Kuo-Chin Kao’, Kun-Lun Huang®, Jung-Yien Chien', Chong-Jen Yu'
'National Taiwan University Hospital, “Taipei Veterans General Hospital, *Chang Gung Memorial

Hospital, *Tri-Service General Hospital, *Far Eastern Memorial Hospital

Abstract
Background Results
A flammable starch-based powder explosion that 1. Among the 88 patients, 59 (67.0%) patients
injured 499 patients occurred in Taiwan on June had unfavorable outcomes, including five
27, 2015. The average total body surface area patient died.
(TBSA) of the victims was 44%.1 2. The averages of burn size (TBSA) and MV
days of the studied patients were 60.9% and
25.3 days
. . . .
Objectives _
. . B o . All <14d. t
To identify the risk factors associated with Vatioble (n=8) (0=29) *(es9) Pvalue
unfavorable outcomes (death and invasive Age (yr) 213(4.1) 216(4.1) 212(42) 0698
. . . o Male (%) 47.7 448 49.2 0.704
mechanical Ventl.latlon (_IMV) us‘e more than 1_4 TBSA (%) 60.9 (15.8) 51.1(11.0) 65.7 (15.6) <0.001
days) among patients with respiratory failure in Facial burn 64/88 (72.7) 18129 (62.1) 46/59 (78.0) 0.118
the explosion Inhalation injury 56/71 (78.9) 16/19 (84.2) 40152 (76.9) 0.508
Grade 1 39/71 (54.9) 8/19 (42.1) 31/52 (59.6) 0.281
Grade 2-3 17/71 (23.9) 8/19 (42.1) 9/52 (17.4) 0.056
APACHEII score 15.7 (6.9) 13.5 (5.8) 16.9(7.2) 0.066
M eth od s WBC, /ul (D1-2) 25496 (9955) 20887 (7363) 27591 (10361) 0.029
PIt, 1000/l (D1-2) 213.8 (106.4) 217.0(92.2) 2122 (113.7) 0.848
A total of 88 patients with respiratory failure and ALT, UL (01-2) 19.4(9.0) 18.1(108) 201 (8.1) 0.499
iMV use in five referral medical centers in Tl pmoll 012 110 0803) 1209 0294
X i . Alb, g/dL
northern Taiwan was reviewed retrospectively. D12 21(08) 25(1.0) 20(06) 0,008
The statistical analysis was performed via SPSS b3 21(8) 22(02) 21(08) 0275
. . . . D4 2.7 (0.5) 2.8(0.3) 2.7 (0.6) 0.877
Statistics. The multivariate Cox proportional o 22(04) 2103 32005 0227
hazards regression model was used to study the o7 32(04) 34(03) 36(04) 0193
risk factors for extubation. Cre. mg/dL (D1-2) 0.8 (0.4) 0.8(0.3) 0.8 (0.4) 0.868
) . Na mmol/L (D1-2) 136.1 (3.9) 135.6 (2.5) 136.4 (4.1) 0.363
' = 7 K j Lactate, mmol/L
o \7g, ¥ —_ 4.5 (3.0) 4.9 (3.8) 4.2(2.5) 0.618
Taipei Veterans 3 ©1-2)
Geneml H°?pim INR (D1-2) 1.3(0.3) 1.3(0.3) 1.3(0.3) 0.559
. ,‘ Bacteremia (Y/N) 21.0 (23.9) 5.0(17.2) 16.0 (27.1) 0.310
“ PF ratio
a2 Tr_(-Service ; D1-2 334.2 (139.1) 361.9 (176.5) 323.1 (124.7) 0.515
Chang,Gung @oslerHospialrg D7 3522 (114.2) 4066 (57.1) 336.5 (122.0) 0.050
Memorial Hospital I g
s S n/-/—/‘\ /. D14 376.7 (101.9) 361.6 (6.3) 377.5 (104.5) 0.833
@University Hospital o, MV days 253 (26.0) 8.3(3.3) 337 (282) <0.001
Talne! ICU days 50.0 (33.1) 34.6 (25.6) 57.6(33.8) 0.002
Hospital days 97.0 (39.8) 88.1(41.2) 101.7 (38.7) 0.139
Far Eastel
QMemriitosal ’ Tracheostomy 8/88 (9.1) 0/29 (0) 8/55 (14.5) 0.032
)} - Data are presented as n (% or SD).
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3. Higher burn size (65.7% vs 51.1%, P<0.001),
lower albumin level at the first two days (2.0
vs 2.5 g/dL, P <0.008) , and more persistent
lung edema > 10 days (55.2% vs 31.0%,
P=0.035) were observed in the unfavorable
outcome group.

70 P=0.035 Intubation < 14 days

58.9 63.2 — P=0.022  WUnfavorable outcomes
586 586 571 —
60 - 55.2
50.0

® 50
g 423
g 40 357 79 339
£ 31.0 29.8 a2t
o
c 30 24.1
3 241 207

2 1 17.2

10 {38 39

02 34 56 78 910 1112 1314 1516 1718 1920
Days after explosion

Intubations  1/26  11/26 17/29 17/29 11/29 9/29  7/29  7/29 529  6/29
14days(n=29)  (3.8) (42.3) (S86) (586) (37.9) (3L0) (241) (241) (17.2) (20.7)

Unfavorable
‘outcomes
(n=59)

30 4
25 1
20
»
2 .
g 15 i Intubation < 14 days
z mIntubation> 14 days
10 W Death
5
0

<50 50-59 60-69 >70
Burn size (Total body surface area, %)

4. Facial burn, inhalation injury, and APACHE I
score were not significantly associated with
longer duration of ventilator use.

5. The predominant organism found in sputum
cultures was Acinectobacter baumannii and it
was not associated with poor outcomes.

6. Multivariate Cox regression analysis found
burn size and the albumin level at the second
day were significantly independent factors
associated with extubation. .

Univariate analysis Multivariate analysis

H d 95% H d 95%
az?r confidence P value az?r confidence P value
ratio . ratio .
interval interval

Burn size, TBSA (%) 0.94  0.92-0.97 <0.001 0.94  0.90-097 <0.001
Albumin level at the

208 135-3.22 0.001 178  1.08-294 0.023
second day, g/dL
Resolution of lung edema

232 1.06-511 0.036 170 0.72-402 0.226

within 10 days

1.0
g 0.8
= Low albumin level, 2™ day
2 (€2.2g/dL)
2 06
2 L
g High albumin level, 27 day ~ ~
.6 0.4 () 2.2 g/du o
z
2
£ 02

0.01 Log Rank test P=0.001

0 2 4 6 8 10 12 14
Days
Conclusions

Among the patients with respiratory failure in
the explosion, less TBSA and higher albumin level
at the first two days were associated with earlier
liberation from mechanical ventilation.
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B AKEEPr =12 (Chun-Ta Huang) B2Ef :

- The Prognostic Role of Type 2 Diabetes in Patients with Chronic Obstructive Pulmonary Disease.

Chun-Ta Huang"*’, Te-Wei Ho", Sheng-Yuan Ruan', Feipei Lai*, Chong-Jen Yu'
Department of Internal Medicine' and Traumatology’, National Taiwan University Hospital, Taipei,
Taiwan, Graduate Institute of Clinical Medicine’ and Biomedical Electronics and Bioinformatics®,

National Taiwan University, Taipei, Taiwan

Abstract

Rationale: Chronic obstructive pulmonary disease (COPD) is the leading cause of morbidity and
mortality worldwide. There is evidence to support a connection between COPD and type 2 diabetes (T2D),
another common medical disorder. However, additional researches are required to improve our knowledge
of these relationships and their possible implications. In this study, we aimed to investigate the impact of
T2D on patient outcomes through the clinical course of COPD.

Methods: We conducted a cohort study using the Taiwan Longitudinal Health Insurance Database
between 2000 and 2013. Patients with COPD were identified and assessed for pre-existing and incident
T2D. A Cox proportional hazard model was built to identify factors associated with incident T2D and to
explore the prognostic effects of T2D on COPD patients. COPD patients with incident T2D were matched
to controls without incident T2D using a propensity score method.

Results: Pre-existing T2D was present in 332 (16%) of 2015 COPD patients and these had a significantly
higher hazard ratio (HR) [1.244, 95% confidence interval (CI) 1.010-1.532] for mortality compared
with COPD patients without pre-existing T2D after adjusting for demographics and other potential
confounders. During the 10-year follow-up period, 304 (19%) out of 1568 COPD patients developed
incident T2D, and comorbid hypertension (HR 1.810, 95% CI 1.363-2.403), cerebrovascular disease (HR
1.517, 95% CI 1.146-2.008) and coronary artery disease (HR 1.408, 95% CI 1.089-1.820) were significant
factors associated with incident T2D. Patients with either 2 of the 3 comorbidities were more likely to
develop incident DM as compared to those without these comorbidities (Figure 1). Comparisons between
COPD patients with incident T2D and matched controls without incident T2D showed a higher risk of
mortality for the former (HR 1.502, 95% CI 1.046-2.156).

Conclusions: T2D, either pre-existing or incident, exerts a prognostic impact on COPD patients. An
integrated approach to addressing this comorbidity and continuous surveillance of dysglycemia should be

incorporated into standard care for patients with COPD.
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- Attenuated lymphocyte immune response in Mycobacterium avium complex-lung disease by

increasing expression of programmed death-1 receptor on lymphocytes.

C.C. Shu', 1.Y. Wang', M.F. Wu’, B.L. Chiang', C.J. Yu'
'National Taiwan University Hospital Taipei/TW, *Academia Sinica, Taiwan Taipei/TW

Abstract

Background: Mycobacterium avium complex-lung disease (MAC-LD) is important, especially in those
with underlying dysfunctional cellular immunity. Programmed cell death (PD)-1 associated attenuated
cellular immunity might play a critical pathophysiological mechanism for MAC-LD but lacks of
investigation.

Methods: This prospective study conducted in a tertiary referral center in Taiwan enrolled 113
participants, including 50 patients with MAC-LD, 33 with MAC pulmonary contamination, and 30
healthy controls. Peripheral blood mononuclear cells (PBMC) and monocyte-derived macrophages were
used for MAC antigen stimulation. Cytokine production and PD-1, PD ligand, and apoptosis markers on
T lymphocytes were measured and compared between the MAC-LD and other groups.

Results: Patients with MAC-LD had lower tumor necrosis factor-a and interferon-y response than those
of healthy controls in PBMC stimulation assay by the MAC bacilli. The responses improved after MAC
treatment. Using flow cytometry, the expression of PD-1 and PD ligand and apoptosis status were higher
in lymphocytes of MAC-LD patients than in those of controls. PD-1 and apoptosis over T lymphocytes
were significantly increased in MAC-LD patients, either by MAC directly stimulating or MAC-
priming macrophage activation. Blockage of PD-1 and PD ligand antibodies in PBMC stimulation assay
significantly increased cytokine production and decreased apoptosis over T lymphocytes.

Conclusions: Patients with MAC-LD have attenuated lymphocyte immunity and increased apoptosis,
probably through PD-1 and PD-1 ligand activation. Blocking these improved both lymphocyte function of
secreting IFN-y and apoptosis. Future targeted therapy involving the PD-1 pathway might be a potential
MAC-LD treatment.
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- Risk Factors Analysis Of Hospital-acquired Bacterial Pneumonia In 2016 Pandemic Influenza
Related ARDS In Taiwan.

Wei-Chih Chen'?, Kuang-Yao Yang"*’, TSIRC (Taiwan Severe Influenza Research Consortium)
'Department of Chest Medicine, Taipei Veterans General Hospital, Taipei, Taiwan, “Faculty of Medicine,
*Institute of Emergency and Critical Care Medicine, School of Medicine, National Yang-Ming University,

Taipei, Taiwan

Abstract

Introduction: Bacterial coinfection in influenza contributes to substantial morbidities and mortalities.
Diagnosis of coinfection makes clinicians a great challenge. Effective and timely empiric antibiotics
improve patients outcome. The aim of this study is to analyze the characteristics of hospital-acquired
bacterial pneumonia in 2016 pandemic influenza related ARDS in Taiwan.

Material and method: This is a retrospective observational study conducted by Taiwan Severe Influenza
Research Consortium (TSIRC) which includes eight tertiary referral medical centers. Patients with
virology-proven influenza infection admitted to intensive care unit between January and March 2016
were included for analysis. Patient characteristics, including demographics, symptoms, laboratory data,
influenza subtypes, severity scores, treatment and outcomes were recorded and interpreted. Hospital-
acquired bacterial pneumonia were defined by pathogens confirmed by tracheal aspirate, sputum,
bronchoalveolar lavage fluid, or pleural fluid cultures with effective antibiotics treatment for at least 7
days.

Results
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Table 1. Characteristics of the 250 subjects with influenza-related
ARDS categorized by hospital-acquired bacterial pneumonia

HABP Without HABP P value
(N=72) (N=178)
Basic data
Age (years) 61.0£136 58811438 0.282
Male % 47 (65.3%) 110 (61.8%) 0.606
Body mass index (kg/m?) 251149 253157 0.789
Malignancy 11 (15.3%) 21 (11.8%) 0.456
Type Il diabetes mellitus 22 (30.6%) 51 (28.7%) 0.764
Cerebrovascular disease 5 (6.9%) 15 (8.4%) 0.696
End-stage renal disease 6 (8.3%) 9 (5.1%) 0.379
Congestive heart failure 5 (6.9%) 19 (10.7%) 0.365
Immunosuppressant use 2 9 (12.5%) 5(2.8%) 0.005
Subtypes of influenza
Type A (%) 57 (79.2%) 141 (79.2%) 0.989
Type B (%) 6 (8.3%) 14 (7.9%)
Positive, unknown subtype
(%) 9 (12.5%) 23 (12.9%)
Laboratory data
White blood cell count 11003.4 + 10446.0 £ 0.536
(count/ul) 6595.7 6334.7 )
Hemoglobin (g/dL) 120+ 2.5 119126 0.855
Platelet (103/uL) 157.4+111.0 163.6£83.8 0.631
Albumin (mg/dL) 2.810.5 2.810.6 0.770
Creatinine (mg/dL) 1.6£1.3 20123 0.076
Serl_Jm C-reactive 0.959
protein(mg/dL) 154194 153%10.6 :
Serum lactate level (mg/dL)  24.8+24.3 3191415 0.200
Severity scores
Pneumonia Severity Index 125.0£41.0 117.6+46.7 0.244
APACHE Il 23.7185 23.6+8.5 0.914
SOFA score
Day-1 114134 10.314.2 0.174
Day-3 10.6 £4.1 9.7+45 0.254
Day-7 89+34 82146 0.437
PaO0,/FiO, 102.0+66.3 107.9+61.1 0.510
ARDS® 0.777
Mild ARDS (%) 8 (11.1%) 19 (10.7%)
Moderate ARDS (%) 19 (26.4%) 55 (30.9%)
Severe ARDS (%) 45 (62.5%) 104 (58.4%)
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Table 1. (cont) EY
PR
Without =
HABP  pacterial HaBp P Value &
(N=72) (N=178) &
Management and outcomes pv4
Prone-ventilation (%) 17 (23.6%) 41 (23.0%) 0.922 éé
ECMO (%) 21 (29.2%) 26 (14.6%) 0.008 Eicd
Renal replacement therapy ¢ 0.118
(%) 5 (6.9%) 25 (14.0%) '
Vasopressor (days) 5916.1 44+6.9 0.156
Sedation (days) 14.7£10.9 87184 <0.001
Neuromuscular blockade
(days) 86+55 5.2+5.3 <0.001
Steroid dosage (mg) ¢ 1537.4 £ 0.022
2289.3 863.4 £ 1218.8 '
Ventilator-day (days) 26.8+18.3 13.6£11.0 <0.001
ICU-stay (days) 304t215 15.11£13.0 <0.001
Hospital-stay (days) 479+ 36.7 256+ 18.6 <0.001
30-days Mortality 14 (19.4%) 45 (25.3%) 0.325
In-hospital mortality 34 (47.2%) 51 (28.7%) <0.001

a Oral prednisolone equivalent dosage more than 5mg every day or more than 150mg cumulative dose for more
than 1 month; using other immunosuppressant for more than 1 month. b In accordance with Berlin definition. c
Excluding those with end-stage renal disease receiving regular hemodialysis. d Steroid cumulative dosage for 14
days by prednisolone equivalent dose (mg) after onset of ARDS. Data were presented as mean £ SD and N (%).
ARDS: Acute Respiratory Distress Syndrome; APCHEII: Acute Physiology and Chronic Health Evaluation; ECMO:
Extracorporeal Membrane Oxygenation; ICU: Intensive Care Unit; MDR-bacteria: Multidrug resistant bacteria;
SOFA: Sequential Organ Failure Assessment.

Table 2. Prevalence of pathogens isolated in influenza-related
ARDS patients with hospital-acquired bacterial pneumonia

Pathogen No.

Acinetobacter baumanni 29 (26.6%) (96.6% CRAB)
Stenotrophomonas maltophilia 16 (14.7%)

Burkholderia cepacia 12 (11.0%)
Staphylococcus aureus 10 (9.2%) (100% MRSA)
Pseudomonas aeruginosa 5 (4.6%) (40% CRPA)
Klebsiella pneumoniae 4 (3.7%) (100% CRKP)
Serratia marcescens 4 (3.7%)
Chryseobacterium indologenes 4 (3.7%)

Enterobacter species 3 (2.8%)

Others 22 (20.0%)

ARDS: Acute respiratory distress syndrome; CRAB: Carbapeneme-resistant Acinetobacter baumanni; CRKP:
Carbapenem-resistant Klebsiella pneumoniae; CRPA: Carbapenem-resistant Pseudomonas aeruginosa; MRSA:
Methicillin-resistant Staphylococcus aureus.
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Table 3. Risk factor for hospital-acquired bacterial pneumonia by
univariate and multivariate logistic regression analysis

Univariate Multivariate
Odds ratio 95% P value Odds ratio 95% P value

confidence confidence

interval interval
Immunosupp- 4.943 1.596-15.311 0.006 8.338 1.168-59.499 0.034
ressant use?
ECMO 2.407 1.248-4.624  0.009 1.601 0.487-5.623  0.439
Sedation, 1.078 1.033-1.126  0.001 0.987 0.913-1.067 0.743
days
Muscle 1.118 1.056-1.184 <0.001 1.034 0.932-1.146  0.530
relaxant days
Steroid 1.000 1.000-1.000 0.006 1.000 1.000-1.000 0.064
dosage
Ventilator 1.068 1.040-1.096 <0.001 1.023 1.023-1.109  0.002
days

a Oral prednisolone equivalent dosage more than 5mg every day or more than 150mg cumulative dose for more than 1 month; using other
immunosuppressant for more than 1 month. ECMO: Extracorporeal Membrane Oxygenation

Figure 1. Cumulative incidence of hospital-acquired bacterial pneumonia in pandemic
influenza related ARDS (a) and Cumulative incidence of hospital-acquired multidrug-
resistant bacterial pneumonia in pandemic influenza related ARDS (b)
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* Use of immunosuppressant and ventilator days independently predict hospital-acquired bacterial
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Conclusion

pneumonia in influenza related ARDS.

 Carbapenem-resistant Acinetobacter baumannii was the most frequent encountered bacterial pathogens.
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- Sequential Organ Failure Assessment Score for Successful Weaning in Prolonged Mechanical

Ventilation Patients.

Chung-Shu Lee, Hung-Yu Huang, Chih-Hao Chang
Department of Thoracic Medicine, Chang Gung Memorial Hospital, Chang Gung Medical Foundation,

Linkou and Taipei, Taiwan

Abstract

RATIONALE: Patients with prolonged mechanical ventilation (PMV), which is defined as use of
mechanical ventilator for more than 21 days, is an important issue in modern times as more respirator
use. PMV patients required more skills, techniques and special care than simple or difficult weaning for
weaning from ventilator. Sequential Organ Failure Assessment (SOFA) score was designed for describing
the severity of a patient’s illness resulted from the affected degree of six organ failure or dysfunction,
and each item score ranged from zero to four. The six organ systems included respiratory, cardiovascular,
nervous, coagulation, renal and hepatic systems. The SOFA score was first for evaluating patients with
sepsis in the intensive care unit. There was little known about application of SOFA scoring system in
prolonged mechanical ventilation. This retrospective study was to investigate the relationship between
PMV weaning and SOFA score.

METHODS: We collected 100 patients from a respiratory care center, an ICU step-down medical facility
in tertiary medical center, from January 2014 to May 2014. Patients’ SOFA score and weaning outcome
were collected. SOFA score was recorded in the first day of admission of respiratory care center. We also
gathered the basic and demographic data of patients.

Statistical analysis: Continuous variables are presented as mean+standard deviation (SD) while
categorical data expressed are as frequencies and percentage. Clinical characteristics and baseline
respiratory assessment are compared using independent two sample 7 test or Chi-Square test. The receiver
operating characteristic (ROC) curve was calculated for testing discrimination. Data were analyzed by
SPSS 18.0 software (SPSS Inc, Chicago, IL) and a p value <0.05 was considered statistically significant.
RESULTS: Among 100 patients, the average age was 69.9+15.9 years old, and there was 67% man. 54%
patients received tracheostomy. Overall weaning rate of these patients was 50%, and the mortality rate
was 23%. The average of SOFA score from the first day of admission of respiratory care center was 5.5+2.3.
The average of albumin level of patients’ nutrition status was up to 2.8 mg/dL. The average of RSBI was
113.9482.2. The area under curve of receiver operating characteristic (ROC) curve of SOFA score was
0.645 (P value=0.012). The optimal cut-off point of SOFA score for weaning predict was 4.5 with 72.0%
sensitivity and 54.0% specificity.

CONCLUSIONS: In our study, SOFA score may offer an alternative predict value up to 4.5 with

successful weaning among prolonged mechanical ventilation patients.
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- Comparison of Early Prone Positioning and Extracorporeal Membrane Oxygenation in Influenza-

Related Acute Respiratory Distress Syndrome.

Ko-Wei Chang, Li-Chung Chiu, Han-Chung Hu, Kuo-Chin Kao, Taiwan Severe Influenza Research
Consortium (TSIRC)

Division of Thoracic Medicine, Chang Gung Memorial Hospital, Taoyuan, Taiwan

Abstract

RATIONALE: The efficacy of prone positioning had been demonstrated in acute respiratory distress
syndrome (ARDS) patients who were PaO,/FiO, less than 150 mmHg and receiving lung-protective
ventilation. Extracorporeal membrane oxygenation (ECMO) allows reduction in ventilator setting to
reduce the risk factor of ventilator-induced lung injury but there is no strong evidence for its efficacy in
severe ARDS patients. Two observational studies of ECMO had showed some survival benefit in HIN1
influenza A-related severe ARDS patients. The purpose of this study is to compare the efficacy of early
prone positioning and ECMO in severe ARDS patients who were influenza-related.

METHODS: A retrospective observational study conducted by Taiwan Severe Influenza Research
Consortium (TSIRC) which consists of the eight tertiary referral centers in Taiwan, and enrolled virology-
proven subjects admitted to the eight hospitals due to severe complicated influenza between Oct 2015 and
March in 2016. All patients who were severe influenza pneumonia-related ARDS with PaO,/Fi0, less than
150 and treated with prone positioning or ECMO were included for analysis.

RESULTS: A total of 336 subjects with severe influenza pneumonia and 263 subjects who met the Berlin
definition of ARDS were screened. Of these 263 ARDS patients after excluding patients with PaO,/
FiO, more than 150 mmHg, 56 patients had prone positioning and 32 patients had ECMO. The baseline
characteristics were not significantly different between these two groups including age, gender, body mass
index, comorbidity, subtype of influenza and APACHE II score. The prone positioning group had lower
Pneumonia Severity Index and CURB-65 than ECMO group (114+42 vs 136+44, p=0.021; 2.1£1.1 vs
2.7£1.1, p=0.013). The initial FiO,, PEEP and PaO,/FiO, were not significant difference between these
two groups (0.94+0.1 vs 0.9+0.1, p=0.442; 1443 vs 1443, p=0.691; 78428 vs 68+21, p=0.074). In terms of
the outcomes, 30 days mortality rate, length of stay of ICU and hospital and ventilator free days were not
significant difference between these two groups except the prone positioning group had lower 45 days and
60 days mortality rate than ECMO group (26.2% vs 42.2%, p=0.008; 27.7% vs 46.7%, p=0.002).
CONCLUSIONS: Prone positioning group seemed to have better survival outcome than ECMO group
in patients with severe influenza pneumonia-related ARDS. To choose the rescue therapy for refractory
hypoxemia, prone positioning might be considered prior to ECMO in patients with influenza pneumonia
complicated with severe ARDS. This observation should be further evaluated in the randomized controlled

trial in the future.
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- Genome-Wide Transcriptomic Analysis of Bronchoalveolar Lavage Cells from Advanced Non-

Small Cell Lung Cancer Identifies Characteristic Gene Expression in Local Tumor Environment.

Chih-Hsi Scott Kuo', Chien-Ying Liu', Chih-Hung Chen', Chih-Liang Wang', Fu-Tsai Chung', Tin-Yu
Lin', Tsai-Yu Wang’, Yu-Lun Lo’, Wen-Yan Wang', Tzu-Hao Wang’, Cheng-Ta Yang'

'Divison of Lung Cancer and Interventional Bronchoscopy, Department of Thoracic Medicine, Chang
Gung Memorial Hospital, Taipei, Taiwan, *Divison of Airway Diseases, Department of Thoracic Medicine,
Chang Gung Memorial Hospital, Taipei, Taiwan, *Genomic Medicine Research Core Laboratory, Chang

Gung Memorial Hospital, Linkou, Taiwan

Abstract

Rationale: Bronchoalveolar lavage (BAL) cells collected from local lung parenchyma in which tumor
resides are important samples for reasoning the actual immunological profile of tumor microenvironment
(Domagala et al. Respiration 2003, 70: 43), particularly in advanced non-small cell lung cancer (NSCLC)
where tumor resection is never possible. We hypothesized that analyzing transcriptomic features of
these BAL cells may identify characteristic gene expression pattern with immunological significance in
advanced NSCLC.

Methods: BAL cells were collected from 14 patients of advanced NSCLC and 6 normal controls. In
NSCLC group, lavage was performed from the lung segment where tumor was located. BAL samples
were immediately preserved in 4°C and cells pelleted for RNA extraction in 1.5 hour using QIAGEN RN
easy kit. RNA was quality controlled for purity (Nanodrop 1000) and integrity (Agilent 2100 Bioanalyzer)
and hybridized using Affymetrix HG-U133 plus2 transcriptomic microarray. Raw intensity data of
microarray was normalized by Robust Multi-Array Average and analyzed for differential expressed genes
(DEGs) using Linear Model for Microarray Data (Bioconductor R limma package).

Results: All RNA samples studied had high quality with OD260/280>2.0 and RNA integrity number >9.
After adjusting the covariates of age, sex and technical batches, the comparison of NSCLC versus normal
control identified a total 108 DEGs with nominal p-value >0.05 and Fold Change >2. Pathway analysis
from GO, KEGG and REACTOME database revealed these DEGs to be over-represented in circulating
immune complex (GO:0042571, p=3.9x10"), FCGR activation (REAC:2029481, p=4.9x10"), binding
and uptake of ligands by scavenger receptors (REAC:2173782, p=2.7x10"), regulation of immune system
process (GO:0002682, p=2.0x10"), sulfotransferase activity (GO:0008146, p=9.4x107) and extracellular
matrix (ECM) receptor interaction (KEGG:04512, p=2.1x107). We later functionally categorized the up-
regulated DEGs with specific biological relevance into 5 sets of signatures linking to immunoglobulins,
macrophage or lymphocyte receptor signaling, regulatory T cell function, ECM interaction and
sulfotransferase involving glycosaminoglycan biosynthesis (Figure). Gene Set Variation Analysis (Sonja
et al. BMC Bioinformatics 2013, 14: 7) was applied to calculate the enrichment score for each signature in

each patient. Significant inter-signature relationships of immunoglobulin with ECM interaction (Pearson’s
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correlation: 0.89, p=2.4x10™), with regulatory T cell function (Pearson’s correlation: 0.80, p=3.1x

]

107) and with macrophage or lymphocyte receptor signaling (Pearson’s correlation: 0.66, p=2.7x107)

3

were identified.
Conclusion: Transcriptome of BAL cells around tumor of advanced NSCLC presents characteristic
features with unique immunological relevance. Humoral immunity revealed by immunoglobulin genes

may play a significant role in tumor development.
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- Outcomes of Patients with Blunt Chest Trauma Encountered at Emergency Department and
Possible Risk Factors Affecting Mortality.

Yuan-Ming Tsai, Hsu-Kai Huang, Hung Chang, Shih-Chun Lee, Tsai-Wang Huang
Division of Thoracic Surgery, Department of Surgery, Tri-Service General Hospital, National Defense

Medical Center, Taiwan

Abstract

Background: Blunt chest trauma has a high risk of mortality. Respiratory complications can require
prolonged ventilation and result in death. The objectives of the study were to investigate possible signs
of trauma and the prognosis of trauma patients with thoracic injury, as well as identify risk factors for
mortality.

Methods: A retrospective study (January 2010 to December 2013) was performed to investigate the
clinical characteristics and treatment outcomes of trauma patients with blunt chest injury who underwent
thoracic computed tomography upon emergency department arrival. We excluded patients with brain
injury. The prognostic values of age, sex, type of trauma, injury severity score, revised trauma score,
ventilatory requirements, intensive care units days, total length of stay, associated thoracic injury, and
laboratory examinations, including arterial blood gas were performed.

Results: Thirty patients were analysed. Fifteen patients died during ICU stay. We divided the patients into
two groups (survivors and non-survivors). There were statistically significant differences in the revised
trauma score (p=0.002), mechanical ventilation requirement (p=0.007), total length of stay (p=0.009), and
presence of hemothorax (p=0.030) between the groups. However, no significant difference was found in
incidence of pneumothorax, rib fractures, and results of blood tests, including arterial blood gas analysis
between the two groups.

Conclusion: Trauma patients with blunt thoracic injury who are admitted to hospital have higher
mortality with risk factors for revised trauma score, need for mechanical ventilation, and longer hospital
stay. In cases of hemothorax, patients should receive multidisciplinary care and a high level of monitoring

to improve survival.
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- Risk of Chronic Obstructive Pulmonary Disease in Women of Reproductive Age with Pelvic

Inflammatory Disease: A Nationwide Population-Based Cohort Study.

Te-Chun Shen"**, Chia-Hsiang Li’, Chih-Yen Tu’, Te-Chun Hsia"”

'Graduate Institute of Clinical Medicine Science, College of Medicine, China Medical University,
Taichung, Taiwan, “Division of Pulmonary and Critical Care Medicine, Department of Internal Medicine,
China Medical University Hospital, Taichung, Taiwan, *Division of Pulmonary Medicine and Intensive

Care Unit, Chu Shang Show Chwan Hospital, Nantou, Taiwan

Abstract

Rationale: Pelvic inflammatory disease (PID) is associated with chronic and systemic inflammation and
cardiovascular comorbidities such as coronary artery disease and stroke. The association between PID and
chronic obstructive pulmonary disease (COPD) has not been investigated to date. We aimed to evaluate
the risk of COPD among women of reproductive age with PID.

Methods: We conducted a retrospective cohort study using the National Health Insurance Research
Database of Taiwan. The PID group consisted of 80,097 women of reproductive age (13-50 years)
diagnosed between 2000 and 2010. The non-PID group consisted of the same number of women without
PID matched with a propensity score, including age, year of diagnosis, occupation category, monthly
income, urbanization of living area, and comorbidities of hypertension, diabetes mellitus, hyperlipidemia,
ischemic heart disease, cerebrovascular disease, chronic kidney disease, endometriosis, tobacco use
disorders, alcohol-related diseases, and obesity. The occurrence of COPD was monitored until the end
of 2011. The adjusted hazard ratios (HRs) for COPD were estimated using the Cox proportional hazards
model.

Results: The mean age was 29.4+11.9 years in the PID group and 29.54+8.67 years in the non-PID
group. The mean follow-up time was 9.70+2.36 years in the PID group and 8.74+£3.75 years in the non-
PID group. The overall incidence of COPD was 26% higher in the PID group than in the non-PID group
(2.31 vs. 1.84/1,000 person-years, p<0.001), with an adjusted HR of 1.53 [95% confidence interval
(CI)=1.42-1.65]. The incidences of COPD, as stratified by age group, occupation category, monthly
income, urbanization of living area, and presence of comorbidity, were higher in the PID group than in the
non-PID group. We further evaluated the incidences and HRs of COPD associated with the cumulative
medical visits for PID. Adjusted HRs increased to 1.33 (95% CI=1.22-1.45) for PID patients with <10
medical visits and to 1.84 (95% CI=1.69-2.01) for those with >10 medical visits.

Conclusion: The risk of COPD is significantly higher in women of reproductive age with PID than in
those without PID. A dose-response relationship between the cumulative medical visits for PID and the

risk of COPD development was observed. Further studies for the detailed mechanisms are recommended.
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in Patients with Chronic Obstructive Pulmonary Disease.
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Chen Chen’, Taiwan Clinical Trial Consortium of Respiratory Disease (TCORE) group

“Division of Pulmonary and Critical Care Medicine, ‘Department of Dermatology, ‘Department of
Respiratory Therapy, Kaohsiung Chang Gung Memorial Hospital and Chang Gung University College
of Medicine, Kaohsiung, Taiwan, "Medical department, College of Medicine, Chang Gung University,
Taoyuan, Taiwan, ‘Chang Gung University of Science and Technology, Chia-yi, Taiwan, ‘Department of

Internal Medicine, E-Da Hospital, [-Shou University, Kaohsiung, Taiwan

Abstract

Controversy exists in previous studies on macrophage M1/M2 polarization in chronic obstructive
pulmonary disease (COPD). We hypothesized that formyl peptide receptor (FPR), a marker of
efferocytosis and mediator of M1/M2 polarization, may be involved in the development of COPD. We
examined FPR 1/2/3 expressions of blood M1/M2a monocyte, neutrophil, natural killer (NK) cell, NK T
cell, T helper (Th) cell, and T cytotoxic (Tc) cell by flowcytometry method in 40 patients with cigarette
smoking-related COPD and 16 healthy non-smokers.

The COPD patients had lower M2a percentage and higher percentages of NK, NK T, Th, and Tc cells
than the healthy non-smokers. FPR2 expressions on Th/Tc cells, and FPR3 expression of M1, M2a, NK,
NK T, Th, and Tc cells were all decreased in the COPD patients as compared with that in the healthy non-
smokers. FPR1 expression on neutrophil was increased in the COPD patient with a high MMRC dyspnea
scale, while FPR2 expression on neutrophil was decreased in the COPD patients with a history of frequent
moderate exacerbation (>2 events in the past 1 year). In 10 COPD patients whose blood samples were
collected again after 1-year treatment, M2a percentage, FPR3 expressions of M1/NK/Th cells, FPR2
expression on Th cell, and FPR1 expression on neutrophil were all reversed to normal, in parallel with
partial improvement in small airway dysfunction.

Our findings provide evidence for defective FPR2/3 expression that, associated with decreased M2a
polarization, might be involved in the development of cigarette smoking induced persistent airflow

limitation in COPD.
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