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" ID No. :
Sex: Age:
D. O. Birth:

12/03/2018
14:55:11

SCv: 75

Cr:N E:A1 . (N B:Al

Physician : Physician:
Comment : Comment :

RHE : MORRIZEER WIRMEER] Tt BIEEEm

[Case]

A 79 y/o male presented to chest OPD with cough for more than 10 months. He had history of HBV
carrier. The lab data upon presentation were as below: WBC: 7800/uL, Seg: 84.9%, Lym: 9.1%. The renal

function and liver function were normal.
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#E : N Engl ] Med; May 24, 2018; 378: 1965-1975
wiE © SRooEEERT MO R C=EERT BRERR]

B BT PR S A E (A (ARDS) Jp 8 - (5 FHRFAR - BEARARS MR A & (FE 7B - ECMO) HYRERL >
HAHE 5 -

7k

HFHE—THREIFEER R ER T > (B N =Bk Z— KB ARDS Ji 8 BEH% 3 Ry 17 Bl $%
AP - AR EE e UG AR (ECMO 4 ) sRFFEH SUGHRA (B840 ) RI - BIARE ST BE (PaO,) /
R AZESREERI (FiO,) HIELE/NY 50 mmHg i 3 /NEf : PaO,/FiO, EL{E/N: 80 mmHg i 6 /N
SCEIRIMEL R E [pH] /NFY 7.25 HEIIR S (bR /7 BEE# 60 mmHg 38 6 /NEF o Z IR B
LA SR - ATLAEH ECMO SISUAHF - L EFRREERE Ry 60 RAVSELR

R -

55 60 Kikf » ECMO &l 124 fiLfi /8 A 44 (ILSE 1T (35%) ~ BfIE 125 il A 57 SET (46%) (1
BfEkR{E - 0.76 > 95% {SHAIE [ ¢ 0.55 % 1.04 > P=0.09) - ¥R A 35 (L& (28%) $£52 ECMO
ERE P RBIEEE RS 6.519.7 K ((F9(E TR ) > ISEERE T 20 iISE T (57%) ©
DREERVARAR > RISHHNDZ AEE AR > bk TR ATMEA SR FEEER - ECMO 4% 7 7
4 (46% %F 28% 5 8 - dEREEFE S ¢ 18 FH4TEL  95% (SHEEM ¢ 6 £ 30) 0 DU EE /MR =
ECMO 4HZ R B4R (27% #f 16% i > @R EIRZE © 11 [ 508 5 95% (SRR : 0 £21) ;=
R PR PRl - ECMO 2H MBS RAH (0% ¥ 5% i 8 - d@ S llbe 22 - -5 F 578l 95% (ERHlERH : -10
£-2)e

SRR B ARDS J5S8  AHEI BB FUAHE (EISH ECMO ERuant) » [/
ECMO ifi R G §EE T 60 RAJFEL K -

(fmEET )

2016 4] > GUEIREEENS (HIND) - 37% B TR P S S I E (R (ARDS) » Hrf
N Z YA E RS MER S (5T - ECMO) EERBUAHEAIRIE - ML E RS
T > ECMO P& pk 7 BrapryE— TR - fE/aR &R I L2 HEE - 2R - ECMO #j?
B2 ARDS Ji EUE M EAY A DAESE LR > WA REFHYREE - 2009 £33 7RAY Cesar trial (Giles J
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Peek; Lancet 2009) #~77 FC E#H7HE Bl 2 ECMO HU0LaY B HERE S (P=0.03) » HEF (£
75% R EAEH ECMO - $HEREWRE - ATl R eI LECEREN1EE (Moronke A. Noah; JAMA
2011) - (E A THFT SR AR E 72 2 (Ta'i Pham; AJRCCM 2013) - 2R 72 SebH5E B FRHERE 73 FChHST -
PRIt A S (R A ik

TEiERRER YIRS KB P - $HEEIE ARDS (528 - 5/ ECMO HER5E U SRl BHIRAHAE -
HEXEHEHETEE FVEEER - NIHER M aREE ARDS & | JERSHEH ECMO %1
—LLZfE - {F ARDS HY)EFE T - B8R 132 A EIRVRES - EEHAEEAEETR » BR 7 {H
GEATHIEERI RS (low tidal volume) FI5H- FRKHATEEE (high PEEP) 51 - gRIA RELEGHE (prone
positioning) (PORSEVA study; Guerin C; NEJM 2013) £l 1 &% AJ1 (A1 FH B %5 (neuromuscular blocking
agents) (Papazian; NEJM 2010) » H F{FELERIEFT 25T R a8 E ol DIIGEE R - BRI
7 (VQ mismatch) %55 » [ B/-DERITEA » (A EHZRFEFE R4 (PaOy/FiO, EEE/NA 150 -
ARDS [iff 48 /NEFAER ~ R 2D 16 /N ) » A DUEZE SR EEE - WL - fEEASE B
REZH) ECMO Rl - B B ERINEUARIEZ & G AL -

BHEEER  ffERMEF > EEFIERENERESH 35 KR 28%) B AEHT
ECMO - H 5 2 BHYSE T AR EWIAH AR 5 51 (57%) » B R 7 ECMO HYE A ~ 2 bg
ECMO HIPFEHEBRERET » AIREAA Eim > (HE BRGNS thE RV E » R R
HIsE -

ECMO WIfEH - TE&BRBLIR i 2 A0 1% - AT AR VIR P E S VIR IBIEEE T » HiER
WFE 28 AR EE ARDS i & - Il i EFIE R (RSB T - BEEFER prone positioning —1% » 7%
T BASAVIREIRA T - A BB ERFRR - BLAE S a9t -
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Extracorporeal Membrane Oxygenation for Severe
Acute Respiratory Distress Syndrome

N Engl J Med; May 24, 2018; 378: 1965-1975
A. Combes, D. Hajage, G. Capellier, et al.

Abstract

BACKGROUND

The efficacy of venovenous extracorporeal membrane oxygenation (ECMO) in patients with severe acute
respiratory distress syndrome (ARDS) remains controversial.

METHODS

In an international clinical trial, we randomly assigned patients with very severe ARDS, as indicated
by one of three criteria — a ratio of partial pressure of arterial oxygen (Pao,) to the fraction of inspired
oxygen (Fio,) of less than 50 mmHg for more than 3 hours; a Pao, : Fio, of less than 80 mmHg for more
than 6 hours; or an arterial blood pH of less than 7.25 with a partial pressure of arterial carbon dioxide of
at least 60 mmHg for more than 6 hours — to receive immediate venovenous ECMO (ECMO group) or
continued conventional treatment (control group). Crossover to ECMO was possible for patients in the
control group who had refractory hypoxemia. The primary end point was mortality at 60 days.

RESULTS

At 60 days, 44 of 124 patients (35%) in the ECMO group and 57 of 125 (46%) in the control group
had died (relative risk, 0.76; 95% confidence interval [CI], 0.55 to 1.04; P=0.09). Crossover to ECMO
occurred a mean (£SD) of 6.5+9.7 days after randomization in 35 patients (28%) in the control group,
with 20 of these patients (57%) dying. The frequency of complications did not differ significantly between
groups, except that there were more bleeding events leading to transfusion in the ECMO group than in
the control group (in 46% vs. 28% of patients; absolute risk difference, 18 percentage points; 95% CI, 6
to 30) as well as more cases of severe thrombocytopenia (in 27% vs. 16%; absolute risk difference, 11
percentage points; 95% CI, 0 to 21) and fewer cases of ischemic stroke (in no patients vs. 5%; absolute
risk difference, -5 percentage points; 95% CI, -10 to -2).

CONCLUSIONS

Among patients with very severe ARDS, 60day mortality was not significantly lower with ECMO than
with a strategy of conventional mechanical ventilation that included ECMO as rescue therapy. (Funded by
the Direction de la Recherche Clinique et du Développement and the French Ministry of Health; EOLIA
ClinicalTrials.gov number, NCT01470703.)
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Roflumilast 7S 14AMEERANMBRAUE | —BERE
16 B - etk B Bl B LEERAYA 55

#&E : The Lancet Respiratory Medicine, 2018. 6(11): p. 827-836
iz - BT HEE MORBER=ERT EENR

R
B -

B PR I > Roflumilast (Daxas” » #H B & 6 K §F ) /2 — fH 88 #% = & 0 B2 fis 06 55 00 42U
(phosphodiesterase-4 » PDE-4) KR - BEZATEREIR EHY A CEMEIL - HHESTH RAVEEJIR
Wt - iSTANTIERY H AR (ROBERT) R PRa 1 MERTPE ZE 78 8 R M@ M SR E 3R i S (2 Roflumilast 1%
BN SORERE SRR -

VEp-

ROBERT & —flil 2 2 16 4 - [ i B 2 OB P R RS BT 7% > 1 T (] 52 3, 18 S B e h
1T o WEREYIR BAEAC By 40-80 5% > & 1@ MERPEZERT pRevR2lr - I HARE A R = (5 A Ave
BRE AR AT - S AR BT D REAE R 58 SOREHRR M & FEV/FVC BYEE{ERAE/INGR 70 > 1T HL
Predicted FEV, 11}j% 30% £ 80% Z ] 3 i Jo HE A /N AR S0E Pl B 1% 15 A S RSB 1% o0 11
53 545 roflumilast 500 ug —K—ReE 2RI —K—K Ik 16 18 > [FiF LUy g RE % BN 52
SRVE TR (ZEFR AMEEERS ) - 25l EIRTFE B4 2 s > 1 H. roflumilast PR 2 RIH] B DL 5
=R RE RO - EIRPSERE e BRE R Y] R KRR 3% R M B RF A5 Y 5%
KRINE - LIS AR H AR Ry CD8 5% SR dlifAE —Bida ke 16 ELGRE NERE RV ELE - N
H AR HoAth 38 A5 1R > BIANUSHEALTEERAVEME R - IIANTZE 5 8% % ClinicalTrials.gov > &5t K
NCT01509677 » E &k S & s Uk 16 HREER -

R -

201241 H 4 HE(2016 42 H 11 H - F& 158 firfig B diegk o Hoop 79 L wle bt orfic 2
roflumilast £H71] > 5351 79 (L #EHERE T 22 2RI A » 42565 16 Hi - SORVEREIHERY CD8 8% k4l
M LB A BERER - OB RLEE 1.03 [95% (FHEH 0.82-1.30]; p=0.79) - ZAifi »
roflumilast 2 £ 25 16 #HF - S5 E kG R HYIE OF AL PR ERAH B 7 2 OB H A S PRI T I - (a1
HLE 0.53 [95% (S K] 0.34-0.82]; p=0.0046)  &&¥FUE FF &L BK Ko o3 B G &1 P BRI e {8 B A
roflumilast 4HHRE RN 22 RIBIAH AV R RO B 1 T - ZR1T0 B S (0 AL 14 BR A A 8 B e 1]
SRS FEREE A o [ T B PR BRATAESLN > roflumilast BY(sE 34T S22 HoAth 38 3R A - R (5%
AAE >5% &) By o R A B AR o 18 1 Ali PH ZE Fifi PR A A T (3 {95 AAE roflumilast £H (4%) -
7 (R AAEZZEIGH (9%)) > TZHK (6 [8%] vs 4 [5%]) » HEIF (4 [5%] vs 3 [4%]) » LA (3 [4%] vs 5
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[6%]) - B ERI(EH EfE e ERTHZE SR S MEEE (4 B ASE roflumilast 45 (5%) > 2 (B AAEZ R
Filgh (3%))  4EETA 13 (& N0 - 2 8 {# (10%) 1E roflumilast &H - 5 {# (6%) {E 2
BilsH > J2AIRASLL

fham

MHE 2 RIEIAH - 16 H8HY roflumilast JEfRE A2 2 CD8 25 R A S B RIFRAVEE - A1 -
AA] LARRIE (RADMEBRAE SR E VI R RRRAVEE - FEHEM T 7E - BAFIEE% roflumilast AIEERS
2 B BTSRRI S 1 i 28 97 B EE A e

(HmeEE T )

Roflumilast 7] D758 22 P4 41 56 VU 7Y 5l 1% A5 155 55 DU 7Y (phosphodiesterase-4 » PDE-4) » {1 4H
RN ERRR B BEE (cyclic adenosine monophosphate, cAMP) FYZLfE » #E [T JEES A MER ~ Iz 28 AR
IME EIE AILAHRE ~ PN EZFOEI i K7 SHREAE BRI 4% SR SO HE < BEPR | - T4 roflumilast A [EE S 14
FFE 28 8 (CHEASMERE K ) AU MRS - (B H B TERY IR oREA R -

I TR B 9T 38 B R 2 T R W AL M BR B AT B0 (BRI S S RVE RE AR ) NS TRAL MR BROZ A R 22
A & 2 F roflumilast J&FEffT 7228 » B SPIROMICS 5215 FI #H [FI AV 45 5 < 71 RE2SPOND f¢
REACT W5t » 45 H B IE HELIESK BT (3300 cells per L) HY1€ M AfifH 28 A $% 2 Roflumilast
VA PFER T 2 B AR S MRS 1F  BEZR Roflumilast 7] B & 52 2R GRALMEER - W0{n] Pk 258 o] GE 3
Roflumilast A RAERAVIE MERTRH 2290 & ( BB FHAHARE (FALMERFRIE - HEHEE P
&) e

BN - BERAHFTHERR T i@ LN H A T R E TS FA e MR E 28R & - USReym R £
BRI MERTPHZE B 4RAYP £ (2017 GOLD) © ZA1fi RE2SPOND Jz REACT WZEAllFE HFRE AL e 1 &
T8 [ 2SS VEAY IS ME AR ZE 97 HB 357 Roflumilast YRR BAEE © ESHTSC O] B S A B 1F S HREs
B PR_L AT 8 IR - (BB L0 ] B IR M AriibE 28 0p FEAR 5 2% Sk ARt S R PAE IR 73 B
I A H AR FER R A a7 = f2 8t T —(E 71 -
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Anti-inflammatory effects of roflumilast in chronic
obstructive pulmonary disease (ROBERT): a 16-week,
randomised, placebo-controlled trial

The Lancet Respiratory Medicine, 2018. 6(11): p. 827-836
Klaus F Rabe, Henrik Watz, Simonetta Baraldo, et al.

Abstract

Background

The clinical effects of roflumilast, a selective phosphodiesterase-4 inhibitor, are well established, but
little is known about the anti-inflammatory mechanisms underlying the drug’s efficacy. The aim of the
ROflumilast Biopsy European Research Trial (ROBERT) was to assess the anti-inflammatory effects of
roflumilast on bronchial mucosal inflammation in patients with moderate-to-severe chronic obstructive
pulmonary disease (COPD) and chronic bronchitis.

Methods

ROBERT was a randomised, double-blind, placebo-controlled trial done at 18 sites in five countries.
Eligible patients were aged 40-80 years, had COPD, and had had a chronic productive cough for 3 months
in each of the two previous years. Patients also had to have a post-bronchodilator predicted FEV, 30-
80% and a post-bronchodilator FEV,/forced vital capacity ratio of 70% or less. Patients entered a 6-week
run-in period before being randomly assigned (1:1) via a computerised central randomisation system to
roflumilast 500 pg once daily or placebo for 16 weeks, in addition to bronchodilator therapy (inhaled
corticosteroids were not permitted). Randomisation was stratified by concomitant use of long-acting f3
agonist. Both participants and investigators were masked to group assignment. Roflumilast and placebo
were supplied as identical yellow, triangular tablets. Airway inflammation was assessed by quantification
of inflammatory cells in bronchial biopsy samples and induced sputum samples. The primary endpoint was
the change in the number of CD8 inflammatory cells in bronchial biopsy submucosa from randomisation
to week 16 in the intention-to-treat population. Changes in cell counts of additional inflammatory markers,
including eosinophils, were assessed as secondary endpoints. This trial is registered with ClinicalTrials.
gov, number NCT01509677, and is closed to new participants, with follow-up completed.

Findings

Between Jan 4, 2012, and Feb 11, 2016, 158 patients were randomly assigned: 79 to the roflumilast
group, and 79 t the placebo group. At week 16, the change in the number of CDS cells in the bronchial
submucosa did not differ significantly between the roflumilast and placebo groups (treatment ratio
1.03 [95% CI 0.82-1.30]; p=0.79). However, compared with placebo, roflumilast was associated with a
significant reduction in eosinophils in bronchial biopsy samples at week 16 (treatment ratio 0.53 [95%
CI 0.34-0.82]; p=0.0046). Significant reductions in both absolute (p=0.0042) and differential (p=0.0086)

eosinophil cell counts in induced sputum were also noted with roflumilast compared with placebo, but
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peripheral blood eosinophil counts were not significantly affected. We noted no other significant effects of
roflumilast on bronchial mucosal inflammatory cells. The most common (ie, occurring in >5% patients)
moderate adverse events were worsening of COPD (three [4%] patients in the roflumilast group vs seven
[9%] in the placebo group), cough (six [8%] vs four [5%]), diarrhoea (four [5%] vs three [4%]), and
nasopharyngitis (three [4%] vs five [6%]). Severe adverse events included worsening of COPD, which
occurred in four (5%) patients in the roflumilast group and two (3%) in the placebo group. No deaths
occurred during the study. Serious adverse events occurred in eight (10%) patients in the roflumilast group
and five (6%) in the placebo group.

Interpretation

16 weeks of treatment with roflumilast did not affect the number of CDS8 cells in bronchial submucosa
compared with placebo. However, we noted signficant reductions in eosinophil cell counts in bronchial
biopsy samples and induced sputum, generating the hypothesis that the effect of roflumilast in COPD

could be mediated by an effect on lung eosinophils.
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Effect of Telemedicine Education and Telemonitoring
on Continuous Positive Airway Pressure Adherence:
The Tele-OSA Randomized Trial

Am J Respir Crit Care Med Vol 197, Iss 1, pp 117-126, Jan 1, 2018
Dennis Hwang, Jeremiah W. Chang, Adam V. Benjafield, et al.

Abstract

Rationale:

Automated telemedicine interventions could potentially improve adherence to continuous positive airway
pressure (CPAP) therapy.

Objectives:

Examining the effects of telemedicine-delivered obstructive sleep apnea (OSA) education and CPAP
telemonitoring with automated patient feedback messaging on CPAP adherence.

Methods:

This four-arm, randomized, factorial design clinical trial enrolled 1,455 patients (51.0% women; age,
49.1£12.5 yr [mean+SD]) referred for suspected OSA. Nine hundred and fifty-six underwent home sleep
apnea testing, and 556 were prescribed CPAP. Two telemedicine interventions were implemented: 1) web-
based OSA education (Tel-Ed) and 2) CPAP telemonitoring with automated patient feedback (Tel-TM).
Patients were randomized to 1) usual care, 2) Tel-Ed added, 3) Tel-TM added, or 4) Tel-Ed and Tel-TM
added (Tel-both).

Measurements and Main Results:

The primary endpoint was 90-day CPAP usage. Secondary endpoints included attendance to OSA
evaluation, and change in Epworth Sleepiness Scale score. CPAP average daily use at 90 days was 3.8+2.5,
4.0+£2.4, 4.442.2, and 4.842.3 hours in usual care, Tel-Ed, Tel-TM, and Tel-both groups. Usage was
significantly higher in the Tel-TM and Tel-both groups versus usual care (P=0.0002 for both) but not for
Tel-Ed (P=0.10). Medicare adherence rates were 53.5, 61.0, 65.6, and 73.2% in usual care, Tel-Ed, Tel-
TM, and Tel-both groups (Tel-both vs. usual care, P=0.001; Tel-TM vs. usual care, P=0.003; Tel-Ed vs.
usual care, P=0.07), respectively. Telemedicine education improved clinic attendance compared with no
telemedicine education (show rate, 68.5 vs. 62.7%; P=0.02).

Conclusions:

The use of CPAP telemonitoring with automated feedback messaging improved 90-day adherence in
patients with OSA. Telemedicine-based education did not significantly improve CPAP adherence but did

increase clinic attendance for OSA evaluation.
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A 79 y/o male presented to chest OPD with cough for more than 10 months. He had history of HBV
carrier. The lab data upon presentation were as below: WBC: 7800/uL, Seg: 84.9%, Lym: 9.1%. The renal
function and liver function were normal.
L B R - N —imdz ?

(A) Bronchoscopy

(B) Low dose CT

(C) Follow up

(D) Sputum for TB

(E) CBC,DC
2. WY E ] 2

(A) Lung cancer

(B) Pulmonary tuberculosis and endobronchial tuberculosis

(C) Pulmonary aspergillosis

(D) Lymphoma

BEEE (FE 15T

3. {24 EOLIA study (NEJM May 24, 2018) » L F &t faf #5535 2
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(A) Ay
(B) AR
(C) M HBAEETE E I
(D) LA
(B) e
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Figure 1: CXR on admission Figure 2: CXR on Day 3

Figure 3: CXR on Day 14
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1. [Case]

A 40-year-old man with heroin abuse was admitted via emergency room due to fever for 4 days,
accompanied with progressive dyspnea, productive cough, and right chest pain.

He was diagnosed with severe community acquired pneumonia (Figure 1), complicated with acute
respiratory failure, septic shock, and multiple organ failure (acute kidney injury, poor digestion, unclear
consciousness). Intubation was done with ventilator support. Fluid challenge, norepinephrine, and
vasopressin pump were used for shock. He admitted to ICU. Continuous renal replacement therapy was
done for the septic shock with oliguria and lactatic acidosis.

Acute respiratory distress syndrome (Figure 2) was diagnosed on the 3™ day after admission, and lung
protective strategy, sedation for ventilator synchronization, and prone position were done. After the
empiric antibiotics based on the risk factors, the hypoxemia and shock got improving. Two week after

admission, chest tomography (Figure 4a & b) was done for delayed resolution pneumonia (Figure 3).

[Question]

What was the possible cause of the patient?

(A) Pulmonary embolism with infarction and necrosis

(B) Pulmonary tuberculosis

(C) Methicillin-resistant Staphylococcus aureus bacteremia with septic emboli and lung abscess

(D) Aspergillus pneumonia
[Answer]

(C) Methicillin-resistant Staphylococcus aureus bacteremia with septic emboli and lung abscess

A 40-year-old man with heroin abuse was admitted via emergency room due to fever for 4 days,
accompanied with progressive dyspnea, productive cough, and right chest pain.

He was diagnosed with severe community acquired pneumonia (Figure 1), complicated with acute
respiratory failure, septic shock, and multiple organ failure (acute kidney injury, poor digestion, unclear
consciousness). Intubation was done with ventilator support. Fluid challenge, norepinephrine, and
vasopressin pump were used for shock. He admitted to ICU. Continuous renal replacement therapy was
done for the septic shock with oliguria and lactatic acidosis.

Acute respiratory distress syndrome (Figure 2) was diagnosed on the 3" day after admission, and lung
protective strategy, sedation for ventilator synchronization, and prone position were done. After the
empiric antibiotics based on the risk factors, the hypoxemia and shock got improving. Blood culture
and sputum culture showed Methicillin-resistant Staphylococcus aureus. Cardiac sonography showed

vegetation over mitral valve(0.1cm). Two week after admission, chest tomography was done for delayed
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resolution pneumonia (Figure 3 ), which showed multiple cavitation (Figure 4a & b). Due to prolonged
weaning, he was stepped down to RCC when the hemodynamic condition got stabilization. Follow up
cardiac sonography showed vanish of the vegetation. Two month later after admission, he discharged

without oxygen supplement. One year later, the CXR showed complete resolution of the lesion (Figure 5).

Figure 5: CXR one year later

e -
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Effects of Angiotensin-Converting Enzyme 2 (ACE2)
on Bleomycin-Induced Pulmonary Injury

Wen-Yeh Hsieh*,**** Jih-Sheng Hsieh**, Wan-Hsuan Chuang***,
Chih-Sheng Lin**, Chen-Yi Huang*

Introduction: Anticancer treatment with bleomycin can cause interstitial pneumonitis
and pulmonary fibrosis, pathologies that are affected by the renin-angiotensin system (RAS).
In this study, we focused on the role of angiotensin-converting enzyme 2 (ACE2), which
can hydrolyze angiotensin Il (Ang Il) to angiotensin-(1-7) (Ang-(1-7)), in bleomycin-induced
pulmonary injury.

Methods: Male wild-type (WT: C57BL/6) and ACE2 knockout (KO; hemizygous ACE2™)
mice were anesthetized and given a single dose of bleomycin solution (4 mg/kg) directly into
the trachea. The body weight and resting respiratory rate (RRR) of the mice were measured
every week, and the mice were sacrificed 3 weeks after bleomycin treatment. Lung tissue
was collected for further biochemical and pathological assays.

Results: After bleomycin challenge, the WT and ACE2™ mice were compared. RRR,
infiltration of white blood cells, alveolar damage, fibrosis, and the pulmonary levels of
transforming growth factor-g1 (TGF-B1) and interleukin-6 (IL-6) were significantly greater in
the ACE2™" mice than in the WT mice. Pulmonary ACE activity was significantly increased
in the ACE2™ mice and was higher than that in the WT mice. Fibrotic markers, connective
tissue growth factor (CTGF) and elastin were markedly induced in the lungs after bleomycin
challenge.

Conclusion: Bleomycin can induce sustained pulmonary inflammation, fibrosis, and
increased ACE activity. Bleomycin-induced lung injury is related to RAS imbalance, and ACE2
deficiency can enhance this injury via abnormal accumulation of Ang Il. The results suggest

that regulating the RAS could reduce pulmonary damage caused by bleomycin. (Thorac Med
2018; 33: 50-62)
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Key words: bleomycin, pulmonary fibrosis, renin-angiotensin system, angiotensin-converting enzyme 2,
inflammation
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Effect of N-acetylcysteine on Acid Aspiration Followed
by Ventilator-induced Acute Lung Injury in a Rat Model

Hung-Tze Tay*, Khee-Siang Chan*, Chin-Ming Chen*,**

Introduction: To examine the pharmacological effects of N-acetylcysteine (NAC) in a
2-hit rat model of acid aspiration-induced inflammation followed by ventilator-induced lung
injury (VILI).

Methods: Rats received intra-tracheal instillation of hydrochloric acid as a first hit
to induce systemic inflammation. For the second hit, they were randomized to receive
mechanical ventilation (MV) using 1 of 2 strategies: a high tidal volume (TV) of 15 mL/kg and
zero positive end-expiratory pressure (PEEP), or a protective strategy of a low TV of 6 mL/kg
and a PEEP of 5 cm H,O. Rats in both groups were exposed to a fraction of inspired oxygen
(FiO,) level of 40% during the 4-hour experimental period. Intravenous bolus of NAC (150 mg/
kg) or placebo was administered 30 minutes before the different MV strategies. The following
variables were measured: blood gases, lung mechanics (static compliance and respiratory
elastance), lung edema, extended lung destruction (lung injury scores and lung histology),
neutrophil recruitment in the lung and cytokine/chemokine production.

Results: Hemodynamics including blood pressure and heart rates did not differ between
groups at baseline and during the study period. Compared to the placebo-treated rats, those
administered NAC presented attenuated lung injury, as evidenced by improved oxygenation,
preserved lung mechanics and diminished lung destruction and inflammation.

Conclusion: Using the 2-hit rat model, NAC administration was found to improve the

physiologic and biologic profiles of rats in this experimental VILI model. (Thorac Med 2017;
32: 245-258)
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Key words: acid aspiration, inflammation, N-acetylcysteine, ventilator-induced lung injury
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Real-World Crizotinib Use for Anaplastic Lymphoma
Kinase (ALK)-Positive Advanced Non-Small Cell Lung
Cancer under First-Year National Health Insurance
Coverage in Taiwan

Yen-Ting Lin, Chung-Yu Chen, Jin-Yuan Shih*

Background: Crizotinib is effective in treating advanced non-small cell lung cancer
(NSCLC) with anaplastic lymphoma kinase (ALK) rearrangement [ALK(+)]. It has been
approved by the National Health Insurance (NHI) administration in Taiwan for second-line
treatment since September 2015. The clinical benefits and adverse effects of crizotinib in
Taiwanese NSCLC patients have not yet been well investigated.

Patients and Methods: We enrolled patients who applied for NHI-covered crizotinib
treatment for ALK(+) NSCLC from September 1%, 2015 to September 30", 2016 at National
Taiwan University Hospital. ALK gene rearrangement was detected by immunohistochemistry
or fluorescence in situ hybridization. The patients’ demographics, cancer status, crizotinib
treatment response, drug-related adverse effects and survival were analyzed.

Results: Twenty-seven patients received crizotinib for ALK(+) advanced NSCLC during
the study period. The tumor response rate was 26% and the disease control rate was 63%.
The median progression-free survival (PFS) was 5.4 months; the median overall survival
after crizotinib has not been reached yet. The PFS of patients with brain metastases before
crizotinib treatment did not differ from the PFS of those without brain metastases. The
crizotinib PFS between patients with brain progression and those with non-brain progression
did not differ significantly. Nine (33%) patients were given a reduced dosage or discontinued
crizotinib because of severe drug-related adverse effects.

Conclusions: In real-world practice, crizotinib is effective as a second-line treatment for
advanced ALK(+) NSCLC. However, side effects are not uncommon. The response rate is
lower and the PFS is shorter than that of clinical trial patients. (Thorac Med 2018; 33: 1-13)
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EFIEIRERRE - ERIIY] - A —EIRI R 55 2R e pH ZE MR AR 0 o 1B HY B B2
BN EIEIREDN (PSG) - ERFAZEHo A\ BE BN iIE R E = - M EAE 5 KT TH
DhRefe s - B D ARAR BN - NI E S S AW AR DU SCaR 5oty | HY AT LE B2 fm AW AR - 74
JT 2000 FELAAT » 508 ALY 10 SRIEIRECANE IR AR IL 4 508&he (R0 > sRIRALRE DR -
REERE - aIbHisFER ) & 2,300 BB A eftad - ERARECR IRy HUARE KR A
{EEIER ERERATE L H CHRNEREI R - Bk T RENEE > —EEARIFE -

RELSERMEATT 1994 FRIT AEEUSEREBRPOL BRI Z SHIERESRIE -

A £757T 1980 42T 4} Uvulopharyngoplasty (LAUP) 3[4 » EL &M BIAGHT RFAIIE 20
MO, o (1 5 L - WA % 5 4 SRR R I A BT > B4 2 8 152 (CGMH)
YT A S S SRR B IR (i » 5 FE B e e MR R 0 A - T 1996 48 » R
40 A A SRR T VAL » B LI RO RI ST LSRRI A RN A IR i
PRI FISURIE A § BB BB 5 R B B IR MR & MR & T2 - PIE 2000 47 -
BRI o 0T B 2 B YA BRI Y Guillenminault 0§11 Kushida %
¥ > HEIE T GRIEIRA LA Neil Douglas 5059 » F A A Okawa 5038 » NI A (s KE81
Bradley 37 + 5443 T5 A Schwabs 5251 Allan Pack HH% 5 IR SRHE] - FEPHIE 2003
B R 4 e (ENEIRS S SR > 1 ELTEPEIE 2006 45 G- B S e ha eRi

34



i

HilEgE -
£ EEREEEBE T (Taiwan Society of Sleep Medicine) %37/ 2002 £3 5 21 H

2000 £ 11 H 2 H - 5I0ZRMEIR T O BB AGDEARAIROL G BERE 22 E AT - K
ke B ELTE S AHRH SR LR PR B A > 05T A B DURBEARFZED - S2&1E 2001 52 6 H 18 H A BUF 2
HEHERIGAE 2001 4 10 H 19 HIERSEAE - 55— KRG B ARG 2002 423 H 21-23 HE{T > 7
276 {4l - Kt A& - LEBFHNIA - HEda hHE - 5065 Peife IR 2135
(F1-

MEIRES 2 G s L B o SR B 22 ey AR - SRRl 2l - MEIRES 2 DR A1
FEIHVERIET - IR E G R0t 7 — R EERE SRR AP & - NI (e ERER R SRS
PRESER - IR RGOSR - FEESEN (Fofert) RiEIRE 2GS —ElEER  BHEGAEFTHE
Bl (FE0RE) B _EHEER - HEFHENE IR AR EEER - SEEHEREESERA
PRI B2 - AR MR (IR B SR AE VB A S8 f -

Table 1. Mission of Taiwan Society of Sleep Medicine

Promotion Promotion of sleep medicine
in professional and public
Professional Lecture and seminar in the Hospital
Public Public health issue in media press every March
accompany with the annual conference
Media and Newspaper
Website
Education Educate the professional and

public of sleep medicine

Annual Conference Annual conference of Taiwan Society of Sleep

Medicine every March

Symposium Symposium on specific topic of sleep disorders

Training course Regular training course every year for sleep

technicians, sleep specialist, and sleep psychologist

Accreditation  Set up and conduct the
certification of sleep specialty
in all disciplines

Sleep Technicians Certification examination since 2006
Sleep lab Since 2009
Sleep Specialist Since 2012
Sleep Psychologist Since 2012

Research

Platform for research between

Initiate epidemiology study in Taiwan

industry and sleep professionals
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GIEEIREEE (TSSM) iR TG A - HPRSEIEHIR 400 R84 - 150 ZEfr
AE > 50 2L EERR AN 300 MIEIRHRESE A S - HAT - GEERESGFEAAHRRERE
B KIRTT RIGEEIAIERIMT A RAVEEEE (£ 2) - K T ige IR S EERENNE £ - RS
& H 2007 FBAA BRI IT A 20B1TE0EE - & 2015 4 EUA 215 it N 2iEiE o fy T AR EIREIR
HER=AVEEIL > TSSM H 2009 FhfAE MR E SR =0 - £ 2015 347 21 [EEiRER=EE
TEREE o FEHREE AR ER K o 1 2011 SRR TREAR B ATSYEE - £ 2015 245 307
HEARES A S0 - By T ZHYRIREEAIT R e 518 - S2EIEMERIFALGTT Rl aBRaTEE
aa o AR Pl S 15 EeRERE HIRHR T Fe A e £ B S IR AR B BRI R o A 2 > S HE LB
S HERRCITRE /7 AT T ke PRAE R B B AE R A2 B A R B -

Ry 1 SRR B 22 ERAE i DU Ry B AR GRS - B E B IR E R AL A - WA S
K EE H R EEARERAZIRSL T T O F A (3R 3) o Ry HEEAR B SR AH R SRAE H iTJas s R ERHYBE(E
SRz > BB 18% RS FERERME - KA HMTHE G BERE S GREIEERESE > Hif
IR ES SRR AR A - (e B HVIRIR B 28 -

Table 2. Certifications of Taiwan Society of Sleep Medicine till 2015

CERTIFICATION Year begin Number of sessions ~ Number of qualifiers
Sleep technician 2007 11 215
Sleep physicians 2011 6 307
CBTi therapists 2012 4 31
Sleep centers 2009 8 gl

4 September, 2015

Table 3. Sleep medicine related education course in the school of Taiwan

Skep Medicme-related Courses in University
School Department Obligatory/Bkective | Credt | Total mmber of schook P_mm?ge. thal
universities in TW
Medical Laboratory Science-rehted - - - - -
Nursing-rekted - - - N -
Chang Gung University Department of Respiratory Therapy E 2
Respratory Therapy-related China Medical University Department of Respiratory Therapy E 2 3
Koahsimg Medcal Universty Department of Respiratory Therapy 0 2 1%
[National Taiwan University Department of Psychology E 3
BerinBgykied Fu J en Catholic Un'rversity. - Department of Clinical Psychology E 9 s
National Chung Cheng Unwersity Department of Psychology E 2
Koahsimg Medical Universty Department of Psychology E 3
Others [National Tarwan Universty Department of Entomology E 3 1

E: Elective course. O: Obligatory course.

Credit: every credit means one hour lecture in a week.
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PREBEE A R RS / THRE B FRIEARRE SR - EFEIME - 255 4,011 %4 (34.4%) ARIN5ER
TEek e R ANBUET T 95% EREEE A 3% REZK BT - MR IRAY B
2B 24.8% > BBVE R 20.5% » Z0ME B 29.3% » p<0.001 - (8MEEIR (EREBE—EH ) (UEHRE R
11.5% » Ry 9.9% » 20 Fy 13.2% > p<0.01 « 2L 578 ARYFTEFR By 51.9% [95% {SHEERH (CD)
51.13%-52.67%] > Mk By 60.8% (95%CI 58.67%-62.93%) » 221 By 42.5% (95%C1 40.26%-44.74%)
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Ry 1.9% (95%CT Fy 1.28%-2.52%)  $T &A1 H B0puk o (FAY B - FHIEEE SR 2 (p<0.05) -
SR - OB » MEPRNE - BEET R AR Y B R T A e B P B e iR L A T &F
FYIEEEE (p<0.05) - GERAF AN ERMEERE (RLS) B Ly 1.57% - NERRMEEREE AN
AR (RN ERRE R Z R e S R E R AR R -

BERER ST
iR

GBI ES S HE A R - AE S (E RS E b (EF IR T ITAY B AR 2 g
TR Z IR SRR, e B REIR B R AR S (E s EEBE A A0 e UE 2 Fr AR PI#ET 77—
ER9E - FEEEE S > £ S e RoR o MPHZEMEREIRIP0 h (E FHEA T ZE IR - MR RE i 58
B RTHEENHHERE -

BRBRNENSE

NEWEEH AR (Thomson Reuters) AR EORIEE (2015 42 8 H 19 HEHT) - FE =R
sEA AR CTPIREET R MRAERT o LIRSS R SRR GBI AR Y 1991 2 2014
AR SUERERIEIR B A - 38R E— R CERE B R — D B 2 TR S
g (ASSM) Vg 2 > BEfEHA ~ e~ DIES] ~ 5% - 8B ~ B ~ HIE ~ ¥ ~ D5
BT fi{E ~ FHARPHEE ~ )= ~ JEEEE ~ EEfEraaafldit) - BIRHERATA ASSM HYBI K M AR
BIE -

REERMFTAIRR

Wb 3,668 R EIETHERAVIEAE - RhERERES TEHT B "EHHET AUEE HE
S EE PR AR AR ] SCRE NIRRT - 22 (4 F] KeyWords Plus AYZiRE FI AR IST 85 (3R
FolgfRidizs - i) B A S5 E H N LIRSS AR Sy SCE - NIE > FEENEE LR
S RE ERE RS o PEPR I KeyWords Plus FTfZHYSCE » fREETE 1 2,623 {7 oA R 52
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FiT 58 S E AR Web of Science Core Collection i} - fi LA Microsoft Excel 2010 #&=R1F »
HUFBhACEE T #ERY ID U - 2 CEAs2 2R (IF) 275 85 JCR (2014 iy ) - 2K E Seh& B - &k
TR > J0E R R AR LY SCEE R R Ry KRR B4H - 1997 1% 2k B B BRYSCE B i B B 4H
71l » 1£ Thompson Reuters Web of Science 5 [FHHYSZRAH » 75 [SCHHEURHY “BERIFE" #RERER "
BIFE" - XEPERA—REE > AIZEEIHEE HE—FEERIEE - [f - —RXEF
5 AR —(EH 7 - SRS R B — R B A B - EFE I AGTER - B
FHRRAVIHTTHERE R & G0 AGTREERMER - REE20 B E » 61 E  F—1F&
NE > EHWEE N EME—EEE S RNECE A B0 R a5 A B B R AT S Y
HRR o a7 0 S8H S I RE SRR BLE CPP {E (B RI0YS X8 =TC2014/ HiFRY) ) Z REHIRE
BRI T N o B 1 RoREEIRIP F 1 E AR SORREL ASSM R S 1F 1991-2014 - HAfH &
R ERE A CPP thYREA -

CERHENATET RN B R S R AR RR R A AT - B 2 R S 4 I HAT (18] 2) - £ 2,626
GRS e E AT AR IR A (128% » 4.95%) » HARFBHTHEL (94% » 3.6%) » HEHK (94% -
3.6%) » HEHREEY) (93% » 3.5%) » ARG (R EL FIEE PRAHACRIEL (70% » 2.7%) » HLEMET (63% » 2.4%) »
TR AT EER (59% » 2.2%) > W (59% » 2.2%) - HLEMEERL - BASHINEL (58% » 2.2%) » FIAFE (54% »
2.1%) (72 4) -

Table 4. The 10 most productive journals (7P>50) with the number of articles, impact factor, and
category of journals during the period of 199q to 2014

Journal TP (%) 1F5.4 Web of Science category

Sleep and Breathing 128 (4.9) 2.482 Neurosciences and neurology
Respiratory system

Chest 94 (3.6) 7.483 General and internal medicine
Respiratory system

Sleep 94 (3.6) 4.591 Neurosciences and neurology

Sleep Medicine 93 (3.5) 3.154 Neurosciences and neurology

Psychiatry and Clinical 70 (2.7) 1.634 Neurosciences and neurology

Neurosciences Psychiatry

Acta Oto-Laryngologica 63 (2.4) 1.099 Otorhinolaryngology

Chinese Medical Journal 59 (2.2) 1.053 General and internal medicine

Laryngoscope 59(2.2) 2.144 Research and experimental medicine
Otorhinolaryngology

Otolaryngology-Head and 58(2.2) 2.020 Otorhinolaryngology

Neck Surgery Surgery

Internal Medicine 54 (2.1) 0.904 General and internal medicine

TP: total number of articles; %: the percentage of articles of journals in total articles; /F,,,,: impact factor
in 2014
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Table 5. Fourteen members of Asian Society of Sleep Medicine (ASSM)

Country TP TPR (%) IPR(%) CPR(%) FPR(%) RPR (%) SPR (%)
Japan 992 1 (38) 1(39) 1(32) 1 (35) 1 (35) 1(39)
China 433 2(17) 2 (16) 2(19) 2(14) 2(14) 7(3.5)
Israel 305 3(12) 3(11) 4 (15) 3(10) 3 (10) 2 (16)
Taiwan 295 4 (11) 5(10) 3(16) 4 (10) 4(9.4) 5(8.8)
South Korea 266 5(10) 4 (11) 5(8.3) 5(09.1) 5(9.2) 3(12)
Hong Kong 113 6(4.3) 6 (4.5) 7@3.7) 6(4.1) 6(4.1) 7(3.5)
India 106 7 (4.0) 7(4.2) 8(3.5) 7(3.7) 7 (3.6) 6(5.3)
Singapore 66 8(2.5) 9(1.6) 6(6.2) 8(2.1) 8(2.0) N/A
Saudi Arabia 53 9(2.0) 8(1.9) 9(2.5) 9(1.7) 9(1.7) 3(12)
Malaysia 19 10(0.72) 10(0.62) 10(1.2) 10(0.50) 10 (0.50) N/A
Oman 11 11(0.42) 11(0.33) 11(0.77) 11(0.30) 11(0.31) N/A
Philippines 1 12 (0.038) N/A 12 (0.19) N/A N/A N/A
Indonesia 0 N/A N/A N/A N/A N/A N/A
Myanmar 0 N/A N/A N/A N/A N/A N/A

TP: total number of articles; 7P R (%): rank and the percentage of total articles; /P R (%): rank and the
percentage of independent articles; CP R (%): rank and the percentage of international collaborative
articles; FP R (%): rank and the percentage of first authored articles; RP R (%): rank and the percentage of
the corresponding authored articles; /P R: rank and the percentage of the single authored articles.

FEaE > BAZAERTA 7S ESORGT BT # R % OSA MR SCERIEIZ » ARty
(TP) > L) (IP) - E{EHRRY) (CP) > SE—E& AR (FP) » AHIE(FE iiiY) (RP) MIFR(EE
R (SP) (£ 5) - BALLFEIN - EIHFAEE —  DIESIHREE = - BEFE TP > FP I RP FH51E)5
RS > 1M CR HRESS 3 i BIL LAY (IP) HEFESS 5 fiL - ¥EEYAE TP > CR > FP M1 RP $547%
FIEYES S L > HIP FE455 4 (R 5) »

FERRERRIFIR P B AHBE S R T - s AR DR 55 — Y2 DL B S TERBE A DL e SR e R B2
(F6) - (£G5B > REECOBBNREERETHIRES 4 15 S - REFFEAT I K 63 RoCE -

S IR

7E ASSM B 5B 19 £ 81 3 A9 REHEIT0, o 1 A IS A 8 5 ) — S0 Bk L i
17% (2,632 # 16,267) = FH =+ » FEIRIT i A8 B0 SE B RS A1 » 885 |l E
1999 4RI TEE ([8 1) -

JUSRS + ASRS il WASM % B 3 b (LT 92 5 LT i3 T BB (0 - MBI st
FrYSRURERIEITOE, b AR T SR B S e E PR M PR B B | LU A (B
2) + £ 2006 GBI » BEIR SR LSRRI, B S Sr B BRI 1 -
T 5 B SR RIS AR OE, o L T 9 5 25 S B PR By e - TR &
it 3 BRI o - ST A e AT -
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Table 6. The top 10 most productive institutions

Institution TP TPR SPR ICPR NCPR FPR RPR SPR

(%) o) () (0) ) () (%)
Technion-Israel Institute of 100 1 1 3 4 2 2 3

Technology, Israel 3.8) 33 @7 @8 (20 (1.9 (7.0

. . 2 26 7 1 26 30

Tel Aviv University, [srael 90 34) (076) (17) (67) (0.69) (0.58) N/A
Seoul National University, South 79 3 3 11 2 1 1 9

Korea 3.00 27 (12 “3) 22 24 (1.8

Chang Gung Memorial Hospital, 63 4 24 2 8 7 11 N/A

Taiwan 24) (085 (B39 24 @13 1.2
. . . 4 40 1 12 20 25

Chang Gung University, Taiwan 63 24) (057) (48) (22) (0.84) (0.66) N/A
. 6 6 99 6 4 5 1

Kyoto University, Japan o @5 019 @5 18 (17 (14
University of Hong Kong, Hong 56 6 2 49 28 3 3 5

Kong 2.1) (32) (039 (13 (1.8 (1.9 @35
. . 8 3 29 28 5 4 4

Chiba University, Japan Sy @ 058 a3 a7 (7 (53)
. 8 76 15 3 14 14 9

Nagoya University, Japan S 9y 028) (1.0) @1) (10) (093) (1.8)

Tohoku University, Japan 46 10 3 49 27 ? 8 N/A

(1.8) (27) (039 (14) (1.2) (1.2

TP: total number of articles; 7PR (%): rank and the percentage of total articles; SPR (%): rank and the
percentage of single institution articles; /CPR (%): rank and the percentage of internationally collaborative
articles; NCPR (%): rank and the percentage of nationally collaborative articles; FPR (%): rank and

the percentage of first author articles; RPR (%): rank and the percentage of the corresponding authored
articles; SPR (%): rank and the percentage of single author articles; N/A: not available.
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Figure 1. Trend of annual number of articles on obstructive sleep apnea
during 1991-2014
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—&—Clinical Neurology, rank 1, TP = 566
80 [ —e—Respiratory System, rank 2, TP = 392
—a— Otorhinolaryngology, rank 3, TP = 373
0r —e—Neurosciences, rank 4, TP = 306
—B8—General and Internal Medicine, rank 5, TP = 240
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Figure 2. Publications of the top five productive (7P>200) Web of Science
categories during 1991-2014
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120 —e—China, rank 2, TP = 433

—a—|srael, rank 3, TP = 305
—e—Taiwan, rank 4, TP = 295
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Figure 3. Publications of the five most productive countries during 1991-

2014
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——Sleep and Breathing, rank 1, TP = 128
30 | —e—Chest, rank 2, TP = 94
—a—Sleep, rank 2, TP = 94
—e—Sleep Medicine, rank 4, TP = 93
25 1 —8—Psychiatry and Clinical Neurosciences, rank 5, TP = 70
@ —o— Acta Oto-Laryngologica, rank 6, TP =63
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Figure 4. Publications of the top six productive (7P>60) journals during
1991-2014
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