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* Phenotypes of ARDS

 Update of ventilator induced lung injury

* The Evidence-based of CRD Prevention and Promotion

* Evidences of sedation and paralysis for critically ill MV patients

* Role of lung biopsy in acute respiratory distress syndrome
with unknown etiology
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 Implication of PD-L1 expression in Lung cancer with driver
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* Tissue vs liquid biopsy: the advantage, correlation and clinical
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* Preoperative biopsy and tumor recurrence of stage |
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* |s there difference in first line TKIs? Perspectives from clinical
trial to real world data
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Phenotypes of ARDS
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Acute respiratory distress syndrome (ARDS) is a life-threatening condition of critically
il patients characterized by rapid onset of widespread inflammation in the lungs.
The prevalence of ARDS is estimated to be 25% in ventilated ICU patients and the
mortality ranges from 30% to 45%, depending on the severity. The diagnosis of ARDS
relies on the clinical criteria of acute onset of hypoxemia with a PaO2/FiO2 ratio less
than 300 mmHg, bilateral pulmonary opacities on chest radiograph, and exclusion
of cardiac origin of lung edema. Despite with a well-defined operational definition in
diagnosis, there has been increasing recognition of the heterogeneity within ARDS.
The heterogeneity in ARDS has been reported in clinical trajectory, radiological
presentation, respiratory mechanics, biomarker profiles, outcomes and responses
to therapy. It' s considered that the heterogeneity in ARDS has contributed to
the statistically negative results of many clinical trials. In the last decade, significant
progress has been made in finding homogeneous subsets within ARDS. Several
strategies have been proposed for identifying the phenotypes of ARDS, including
etiology based, physiology based, biomarker based and omics-derived methods. | aim
to review the current strategies in identifying phenotypes of ARDS and the potential
implications of these approaches in prognostication and management of ARDS.
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Update of Ventilator Induced Lung Injury
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Acute respiratory distress syndrome (ARDS) consists of heterogeneous
pathophysiology with mortality rate as high as 40 to 50% in severe cases. Currently
there are no specific therapies for ARDS. The major supportive treatment is mechanical
ventilation. However, inadequate ventilator setting could result in ventilator induced
lung injury (VILI), which caused further damage of injured lung and contributed to
the mortality of ARDS. The ventilator related causes of VILI included volume, pressure,
respiratory rate and flow. A lung protective strategy with low tidal volume of 4-8 ml/kg
predicted body weight, low plateau pressure < 30 cm H20, higher PEEP in moderate
to severe ARDS patients were suggested. Furthermore, lower driving pressure (plateau
pressure minus PEEP) has been shown to correlate with better survival in ARDS
patients. Recently a novel concept  “mechanical power” (MP) have been proposed
as an integrative variable of VILI. With calculation of MP, each component of ventilator
settings could be evaluated for their relative contribution to VILI. Mechanical power
threshold may be a survival predictor for ARDS patients. Retrospective studies showed
lower MP in the early days of ventilation is correlated with survival benefit not only
for ARDS patients but also for the critically ill patients admitted to ICU. Considering
varying severity of lung injury in individual patients, such as the “baby lung” ratio,
absolute level of MP may need normalization to the functional lung volume for better
reflection of the mechanical energy transmitted to the lung unit. Further studies are
needed to confirm the role of MP in predicting survival and to guide the ventilator
strategy in patients with ARDS.
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Evidences of sedation and paralysis for
critically ill MV patients
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Critically ill patients required mechanical ventilators as part of their care. Use of sedations
and analgesics makes critically ill patients comfort and calm down. The Society of Critical
Care Medicine recently published their updated clinical practice guidelines for analgesia,
agitation, sedation, delirium, immobility, and sleep in adult patients in the ICU[1]. Why the
guideline suggested about sedation interruption with light sedation and how it reached the
conclusion are the focus we should know. In a trial published in NEJM in 2000[2], daily sedation
interruption decreased the duration of mechanical ventilation and length of ICU stay. The
strategy also decreased mechanical ventilation related complications in other trial[3]. Extended
trial with paired sedation interruption and spontaneous breathing trial showed shorter time
to extubate the patients and ICU length of stay[4]. However, one study published in 2012[5]
suggested higher midazolam dosage and higher nursing workload in protocolized sedation
and daily sedation interruption. The trial also suggested benefit of daily sedation interruption
in surgical and trauma patients. One study compared daily sedatives interruption with nursing
implemented sedation algorithm failed to identify the benefit of daily sedation interruption[6].
to clarify the situation, a trial performed at a single ICU showed that the number of days of
invasive ventilation was less in a group assigned to a strategy of no or minimal sedation than in
a group assigned to a strategy of sedation with daily interruption[7].

1.Devlin, JW, et al, Clinical Practice Guidelines for the Prevention and Management of Pain, Agitation/Sedation, Delirium, Immobility, and Sleep Disruption in Adult Patients in
the ICU. Crit Care Med, 2018. 46(9): p. e825-e873.

2.Kress, J.P, et al, Daily interruption of sedative infusions in critically ill patients undergoing mechanical ventilation. N Engl J Med, 2000. 342(20): p. 1471-7.

3.Schweickert, W.D, et al,, Daily interruption of sedative infusions and complications of critical illness in mechanically ventilated patients. Crit Care Med, 2004. 32(6): p. 1272-6.

4.Girard, TD, et al, Efficacy and safety of a paired sedation and ventilator weaning protocol for mechanically ventilated patients in intensive care (Awakening and Breathing
Controlled trial): a randomised controlled trial. Lancet, 2008. 371(9607): p. 126-34.

5.Mehta, S, et al, Daily sedation interruption in mechanically ventilated critically ill patients cared for with a sedation protocol: a randomized controlled trial. JAMA, 2012.
308(19): p. 1985-92.

6.de Wit, M, et al, Randomized trial comparing daily interruption of sedation and nursing-implemented sedation algorithm in medical intensive care unit patients. Crit Care,
2008.12(3): p. R70.

C




£ Yt ey 1o B ez m g
D/%mﬁli%fiﬂuu BF Agenda

Taiwan Society of Pulmonary and Critical Care Medicine

eta% ww / Chih-Hao Chang, M.D.

B MORRERTIER
BRI XREHRRE EERE

Role of lung biopsy in acute respiratory
distress syndrome with unknown etiology
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Acute respiratory distress syndrome (ARDS) is not a rare syndrome in intensive care
units. Despite lung protective strategy has been widely applied to avoid further lung
injury, the morality rate of ARDS remains high in most studies. Many researchers tried
to find medication to improve the outcome of ARDS, but no medication could be a
game-changer for ARDS patients in recent decades.

The diagnosis of ARDS is defined by Berlin definition by clinical parameters from 2012.
Therefore, the clinical definition includes a wide heterogeneous population and these
patients have varied etiologies, different prognoses, and diverse response to specific
therapies. Intensivists could give their patients specific therapies if they find out
specific etiologies of ARDS.

Pathology is difficult to obtain in patients with ARDS. The typical pathological findings
of ARDS is considered to be diffuse alveolar damage, presenting with alveolar
hemorrhage, alveolar edema, or hyaline-membrane formation. However, the diffuse
alveolar damage is not specific for ARDS. Besides, the autopsy or biopsy studies
showed that diffuse alveolar damage is present half of patients with ARDS.

In the session, the speaker will share the experience of surgical lung biopsies and

bronchoscopic cryobiopsies in patients with ARDS at Linkou Chang Gung Memorial
Hospital, RN
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Implication of PD-L1 expression in Lung
cancer with driver mutation
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PD-L1 expression has been used as a biomarker of immune checkpoint inhibitors
(ICls) targeting PD-1/PD-L1 axis, especially in lung cancers without driver mutations.
Tumors with higher PD-L1 expression had a better response to ICl. Otherwise, lung
adenocarcinoma with driver oncogenes, such as EGFR, ALK, and ROST, generally
did not respond well to IClI treatments, irrespective of PD-L1 expression. Recently,
more studies have investigated the role of PD-L1 in oncogene-driven tumors. Our
studies found PD-L1 showed a smaller extent of expression in EGFR and ALK mutated
tumors, compared with EGFR/ALK wild type tumors. Pre-treatment PD-L1 in EGFR or
ALK mutated tumors had a predictive impact on the efficacy of targeted therapies.
Thus, testing PD-L1 in EGFR or ALK+ lung adenocarcinoma could provide important
information of prognosis prediction.
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Tissue vs liquid biopsy: the advantage,
correlation and clinical outcome
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Lung adenocarcinoma is the most common type of non-small-cell lung cancer (NSCLC). The
identification of epidermal growth factor receptor (EGFR) gene mutation is very important for newly
diagnosed advanced/metastatic disease. The traditional method is gene analysis from biopsied
tissue. The procedures for tissue biopsy are usually invasive. Liquid biopsy is less invasive and can
identify circulating tumor DNA from patients’ blood. According to one recent study analyzing the
association between plasma genotyping and treatment outcomes of osimertinib in advanced NSCLC
patients who failed to the first-line EGFR TKIs therapy, patients with T790M mutation detected by
either liquid biopsy or tissue biopsy had similar outcomes. The association between clinical features
and detectable ctDNA has been investigated in some previous studies. Recent studies of late-staged
NSCLC patients even showed that bone metastasis was the independent factor predicting ctDNA
detection.

In a retrospective study to evaluate the predicting factors and clinical outcomes associated with
concordant results in liquid/tissue biopsy in newly diagnosed lung adenocarcinoma patients
with EGFR mutations in Kaohsiung Medical University Hospital, 80 patients with stage Il or IV
lung adenocarcinoma were enrolled. 51 patients had EGFR mutation detected in tissue samples,
while 33 (65%) of them had concordant results shown in liquid biopsy. Multivariable regression
analysis showed that lymph node involvement (adjusted odds ratio [95% Cl]: 8.71 [1.88-40.35], p
= 0.0057) and bone metastasis (adjusted odds ratio [95% Cl]: 9.65 [1.72-54.05], p = 0.0099) were
the independent predicting factor for concordant results. Forty of these 51 patients were stage IV
and were treated with EGFR tyrosine kinase inhibitors (TKIs). The concordant results in liquid/tissue
samples was associated with significantly poorer progression-free survival (PFS) in univariate analysis.

- Based on recent studies, in advanced lung adenocarcinoma patients having insufficient tissue sample
for EGFR mutation testin@,‘liquid\biopsy to determine EGFR mutation status might be particularly
useful if they have lymph node invelvement and/or bone metastasis. The concordant results in
liquid/tissue samples might indicate a Iar\gér\tgmor burden, as evidenced by the presence of lymph
involvement, which actually contribute to poorer-PFS. The physicians should be more careful while
caring for these patients. s N
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Preoperative biopsy and tumor recurrence
of stage | adenocarcinoma of the lung
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Lung cancer remains the leading cause of cancer-related deaths worldwide, and many
patients in different facilities and countries experience substantial waits for lung cancer
diagnosis and subsequent treatment. Tissue diagnosis through small-piece biopsies
to confirm the pathological diagnosis of lung cancer is essential for deciding on the
most appropriate treatment strategy, especially for patients with advanced non-small
cell lung cancer (NSCLQC). As therapy for NSCLC patients becomes more individualized,
further tissue samples for molecular analysis, in addition to routine histopathological
examinations, are being required to decide on the appropriate therapy strategy and
for enrollment into clinical trials. Currently, the main treatment methods for early-
stage NSCLC is surgical resection. There is still controversy among surgeons about
whether preoperative biopsy increases the possibility of recurrence. Accordingly, the
relationships between tumor recurrences of pathologic stage | lung adenocarcinoma
and preoperative biopsy will be discussed in this study.
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s there difference in first line TKIs? Wy
Perspectives from clinical trial to real world data
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Epidermal growth factor receptor tyrosine kinase inhibitors (EGFRTKIs) have been the standard of
care among patient with lung adenocarcinoma harboring epidermal growth factor (EGFR) mutations.
In Taiwan, there are three EGFRTKIs, including gefitinib, erlotinib, and afatinib, currently reimbursed
by the National Health Insurance (NHI) program as first-line treatment for patients with advanced
non-small cell lung cancer (NSCLC) harboring EGFR mutations. Although all of them exhibit superior
progression-free survival

(PFS) to traditional chemotherapys, few prospective trials have directly compared these TKls in
the first-line settings. The study was to compare the effectiveness of different epidermal growth
factor receptor—tyrosine kinase inhibitors (EGFRTKIs) in patients with advanced non-small-cell
lung cancer (NSCLC) and received EGFR-TKIs as first-line therapy. This retrospective cohort study
was conducted using data from real-world settings. Patients with stage IlIB and IV NSCLC and first
received gefitinib, erlotinib, or afatinib between 2011 and 2015 were included. The date of the first
claim for EGFR-TKIs was set as the index date. Study endpoints were all-cause death and treatment
failure that was defined when patients added on or switched to chemotherapy or terminal care. A
total of 5,940 patients, including 3,982 (67.0%) receiving gefitinib, 1,207 (20.3%) receiving erlotinib,
and 751 (12.7%) receiving afatinib, were eligible for this study. The 1-year overall survival (OS) rates for
gefitinib, erlotinib, and afatinib groups were 74% (95% confidence interval [Cl]: 72-75%), 75% (95%
Cl: 73-77%), and 80% (95% Cl: 77-83%), respectively. Compared to gefitinib, afatinib was associated
with a lower risk of allcause death (adjusted hazard ratio [aHR] = 0.82, 95% Cl: 0.72-0.93) but not
erlotinib (aHR = 0.95, 95% Cl: 0.86—-1.05). Similar results were also found regarding the effectiveness of
treatment. All-the three EGFR-TKIs showed no differences for both outcomes among patients with an
Eastern Cooperative (\)n\colegy Group Performance Score of 2. The real-world data exhibited afatinib
was more likely to be used for younger patients in a better condition than other EGFR inhibitors,
and observed prolonged OS and treatment effectiveness compared to gefitinib after performing a
multivariate Cox regression analysis. ~
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« The role of intervention technique in diagnosis of tuberculosis
« Association between air pollution and tuberculosis infection
« Quantitative CT imaging and analysis of pulmonary fibrosis

» Update on Medical Treatment for COVID-19

June 21

» The assessment of non-cystic fibrotic bronchiectasis in adults:
focus on clinical phenotypes

* A Global Perspective of Implementing Evidence-Based
Strategies for COPD

* Recent advancement in biologic therapy of severe asthma

* The role of lung microbiome in chronic lung disease
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The role of intervention technique in
diagnosis of tuberculosis
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Although tuberculosis (TB) is one the most important infectious diseases, early
diagnosis of TB is still a challenge. For pulmonary tuberculosis, about half of patients
have smear-negative sputum or could not product sputum. Bronchoscopy and
endobronchial ultrasound are good tools to conquer this problem. These procedures
could get adequate microbiology or histology evidences for early diagnosis and drug
sensitivity test. Similar problem happens at TB pleurisy. The low smear positive rate and
culture positive rate of pleural effusion let TB pleurisy diagnosis difficult. Pleuroscopy
resolves this problem by higher yield rate of histology exam and TB culture.
Interventional techniques are helpful for early, definite diagnosis.
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Association between air pollution and
tuberculosis infection
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Tuberculosis (TB) is a communicable disease caused by the inhalation of bacillus
Mycobacterium TB. TB is spread to others when patients with pulmonary TB expel
bacteria. In 2013, an estimated 9 million people developed TB and 1.5 million people
died from TB due to the comprehensive WHO strategy for TB control. Air pollutants
are considered to influence the development of pulmonary disease by interfering
with non-specific and specific lung defences. Many studies conducted over 30 years
have shown an association between air pollution and TB. People who are exposed to
particulate matter that is less than 10 © m in aerodynamic diameter (PM10) generated
from biomass burning are more likely to be infected with Mycobacterium TB and
progress to TB disease. Therefore, it is an urgent issue to understand the role of air
pollution on TB infection

LA
B
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Quantitative CT imaging and analysis
of pulmonary fibrosis
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HRCT is an important imaging modality for diagnosis of fibrosing lung diseases;
however, current CT interpretation is more of qualitative and subjective. Using
conventional visual CT interpretation to monitoring the disease progression or
exploring novel treatment for pulmonary fibrosis is sometimes difficult.

Several methods were used for quantifying fibrotic change of the lung parenchyma.
In lung density analysis, mean lung density, were shown to increase with lung fibrosis,
while the kurtosis and skew characteristics would decrease. These density profiles were
shown to have correlation with disease severity and showed changes with disease
progression.

Texture-based analysis takes spatial relationship between voxel into consideration and
simulate human perceptual to classify parenchymal changes and could correlate with
expert radiologist assessment. The application of machine learning could improve the
algorithm performance.

Agnostic features such as pulmonary vessel volume was emerging as an analytic
tool, it was shown to outperformed physiological indices and visual CT parameters to
predict prognosis by literature.

While there were multiple tools to quantify the lung fibrosis, there were limitations
and challenges, the inspiration cooperation, scanning parameters, reconstruction
method could affect the analysis result, standardization is important for applying the
quantifying analysis in clinical and reseafch\ﬁ\eld.
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Update on Medical Treatment for COVID-19
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The severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) infection, also
known as the Corona Virus Disease-19 (COVID-19) was initially identified in Wuhan,
China in December 2019, and emerged as global pandemic with 4,749,813 confirmed
cases, and a total of 314,921 deaths globally as of May 18, 2020. Although a high
proportional of infected patients recovered spontaneously with minimal symptoms,
severe inflammatory response and acute lung injury, in addition to lymphopenia and
cytokine release syndrome have been frequently reported as important clinical features
of COVID-19 patients, suggesting the pivotal role of immune system homeostasis in
pathogenesis process. Definite treatment for COVID-19 is still unclear. However, to
minimize the death and morbidities, in-vitro and in-vivo studies repurposing old drugs
are on-going to find the potential drugs and optimal dosing strategies. Emerging
evidence is growing rapidly through the global collaboration. Among the drugs
being tested, the benefit of Remdesivir, Ritonavir/Lopinavir and Hydroxychloroquine
are highly anticipated. On the other way, covalescent plasma from the patients who
recovered from COVID-19 was also used to treat the patients with severe disease. The
present talk will integrate recent progress in treatment of COVID-19 to evaluate the
efficacy and adverse events of the corresponding potential drugs. Evidence based on
observational studies for host-directed therapy such as angiotensin-Il inhibitors will
also be reviewed.
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The assessment of Non-cystic fibrosis (CF)
bronchiectasis in adults: focus on clinical phenotypes

PR A mERERIERYFTE - RENERRRIA R RIERET

Bronchiectasis is a rapidly developing field in pulmonology. This emerging epidemic
of chronic and progressive immune-infective-inflammatory airway destruction results
in a vicious cycle of repeated exacerbations and irreversible damage that now clearly
necessitates greater global focus and investment.

Recent progress in assessment of the diseases including two prognostic indices that
aid clinical decisions is the bronchiectasis severity index (BSI) and the FACED score. But
questions in bronchiectasis, from pathophysiology to long- term management, remain
unanswered; the first step in solution might involve the selection of these patients:
namely, phenotyping. In practical terms, phenotype describes aspects of the patient
that influence clinical decision-making (e.g., the need for close monitoring because of
a worse prognosis) or, perhaps more importantly, describes how a patient should be
treated based on a specific response to a therapy. Although disease phenotyping in
non-CF bronchiectasis is in its infancy, analyses performed to date suggest enormous
heterogeneity in disease severity and presentation as well as potential to identify
populations with greater likelihood of treatment response and varying prognoses.

1. Hsieh MH, Fang YF, Lin HE, etal, Distance-saturation product of the 6-minute walk test predicts mortality of patients with non-cystic fibrosis bronchiectasis. J Thorac Dis 2017.
doi:10.21037/jtd.2017.08.53 T .
2.Chalmers JD, Goeminne P, Aliberti S, et al. The bronchiectasis severity index. An international derivation and validation study. Am J Respir Crit Care Med. 2014;189(5):576-585.
3. Martinez- Garcia, M. A. et al. Multidimensional approacht\o nen- cystic fibrosis bronchiectasis: the FACED score. Eur. Respir. J. 43, 1357-1367 (2014).
~
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A Global Perspective of Implementing
Evidence-Based Strategies for COPD
B iCOPDE FERISHIZIXIR B

In the era of an aging global population, the challenge of non-communicable diseases
(NCDs) on healthcare systems is enormous. Chronic Obstructive Pulmonary Disease
(COPD) is one of the main NCDs, nevertheless receiving little attention and funding
in comparison with other major causes of global morbidity and mortality. Over the
past decade, there has been a ring trend in the prevalence of COPD. Despite the
availability of evidence-based strategies that aim to reduce the burden of COPD, such
as the Global Initiative for Chronic Obstructive Lung Disease (GOLD) report, COPD
is still expected to become the leading cause of death worldwide. Twenty years
following the initiation of GOLD, is the world doing better in combating COPD? In this
presentation, | will be sharing how these strategies have been implemented in real-
world, how we might be able to address the issues of implementation in the future,
and how, as a member of the global community, Taiwan can help.
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Recent advancement in biologic therapy of severe asthma
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Type 2 severe asthma, one of the phenotypes in the asthma, is associated with type 2
inflasnmation and affecting more than half of severe asthma patients. The underlying
mechanisms of type 2 inflammation in lower airway are driven by type 2 T-helper cells
and group 2 innate lymphoid cells (ILC2) through the secretion of various effector
cytokines, including interleukin (IL)-4, IL.-5, and IL-13. The heterogeneity between
individual is a challenge for clinician in diagnosing and treating severe asthma
subjects. Due to the advancement of medical science, we now can perform molecular
testing to delineate endotype signature of each severe asthma subjects. With knowing
the type 2 inflammation-related biomarker profiles (Igk, blood eosinophil count,
FeNO) of each patient combining clinical phenotypes evaluation, the corresponding
biologics (omalizumab, mepolizumab, benralizumab, dupilumab), in terms of each
mechanism of action, can be administered for severe asthma treatment according to
GINA guideline recommendation. Accumulated study evidence revealed the clinical
benefit of biologic therapy in terms of lowering acute exacerbation, improving quality
of life, and corticosteroids sparing effects. In the era of personalized medicine, we
should offer optimized treatment for severe asthma subjects not only at the level of
pheynotype, but endotype as well.
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The role of lung microbiome in chronic lung disease
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In past decade, the studies of the lung microbiota using culture-independent
techniques (such as 16S rRNA sequencing) have demonstrated that bronchial tree is
not sterile in either healthy or chronic lung disease individuals. Increasing evidences
showed that the lung microbiome may play a potential role in the pathogenesis
of some chronic lung diseases (e.g. COPD), which are relevant to the dysbiosis of
lung microbiota. However, most studies are only correlative and conjecture about
a causative link between the lung microbiota and chronic lung disease severity/
exacerbation. Only few researches investigate the impact of therapeutic interventions
(such as macrolide) on lung microbiome and the mechanism of interaction between
lung microbiome and the host immunity. Here, we will critical review the role of the
lung microbiome in four common chronic lung diseases: COPD, bronchiectasis, IPF
and Asthma.
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June 20

* Brief Review and Case Sharing of Orphan ILD
« Rapidly progressive interstitial lung disease (RP-ILD)
» OSA and COPD: the overlap syndrome

* Impulse Oscillometry to Predict the Severity of Obstructive

Sleep Apnea

June 21

* Indoor air pollution: an overview
* E-cigarette and vaping: help or harm?
* Shared Decision Making in Patients with Terminal Lung Disease

* The role of pulmonary rehabilitation in palliative care
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Brief Review and Case Sharing of Orphan ILD
4 Rz BB M Rl B 2 53 = 52 X RR[C1 S

Rare interstitial lung diseases by their nature are difficult to diagnose. The healthcare
burden of rare disease is often greater than that of more common diseases. Orphan
diseases are those which are not widely researched, those where specific treatments
are not available, and those which may only be of limited interest to scientists and
doctors. Here we describe and briefly reviewed three different orphan interstitial
lung disease including lymphangioleiomyomatosis, Langerhans-cell histiocytosis and
pulmonary alveolar proteinosis, the research of these diseases has received much
development during the past 10 years.
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Rapidly progressive interstitial
lung disease (RP-ILD)
EIES A TN=R ik € E 3T

Interstitial lung diseases (ILDs) are a group of rare respiratory, non-malignant disorders,
characterized by varying degrees of damage to the lung parenchyma via inflammation
and fibrosis. Patients with certain types of fibrosing interstitial lung disease (ILD)
are at risk of developing a progressive phenotype characterized by self-sustaining
fibrosis, decline in lung function, worsening quality of life, and early mortality.
Terminology recently used to describe these patients with a progressive phenotype as

“progressive-fibrosing ILD (PF-ILD)” . Here this lecture will be focused on other ILDs
that may present a progressive-fibrosing phenotype, namely idiopathic nonspecific
interstitial pneumonia, unclassifiable idiopathic interstitial pneumonia, connective
tissue disease-associated ILDs (e.g. rheumatoid arthritis-related ILD), fibrotic chronic
hypersensitivity pneumonitis, fibrotic chronic sarcoidosis and ILDs related to other
occupational exposures. Differential diagnosis of these ILDs can be challenging, and
requires detailed consideration of clinical, radiological and histopathological features.
Accurate and early diagnosis is crucial to ensure that patients are treated optimally.
This lecture also discusses the current knowledge of acute exacerbation of ILDs that
may present a progressive-fibrosing phenotype.
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OSA and COPD: the overlap syndrome
' PE ZE YRR AR I 0 P 1 iE & 1 BH b

Both COPD and OSA are highly prevalent diseases. The coexistence of both disorders, often
referred to as the overlap syndrome, may occur based on chance association alone. However,
the survival of patients with overlap syndrome that is not treated with nocturnal positive airway
pressure is significantly inferior to that of patients with overlap syndrome that is appropriately
treated. Therefore, the recognition of coexisting OSA in patients with COPD has important clinical
relevance. The diagnosis of OSA in patients with COPD requires awareness of relevant clinical
features, and screening questionnaires may help identify suitable patients for further overnight
study.

Patients with COPD and exercise limitation will adopt a more sedentary lifestyle and give up
the more strenuous physical activities, which eventually lead to deconditioning and ultimately
further exercise limitation. Moreover, exercise limitation is associated with morbidity and
mortality. CPAP treatment was associated with an increased walking capacity from baseline from
2264 + 953 m to 288.6 + 94.6 m (P < 0.05), and decreased urinary catecholamine levels, pre-
exercise heart rate, oxygenation, and Borg scale in the patients with overlap syndrome.

Osteoporosis, characterized by a decrease in bone mineral density (BMD), is reported to affect
9%-69% of patients with COPD, indicating that COPD patients have a high risk of developing
osteoporosis. The BMD in those with OSA was significantly lower than in those without OSA
(—1.99+1.63 versus —1.27+1.14, P=0.045). After multivariate linear regression analysis, the ODI
was still an independent factor for BMD. In addition, smaller total lung capacity is significantly
associated with higher ODI and lower BMD, which implies that lower BMD might cause severer
OSA via decreased total lung capacity.

Some screening questionnaires such as Epworth sleepiness scale (ESS), sleep apnea clinical score
(SACS), Berlin questionnaire (BQ), and STOP-BANG questionnaire (SBQ) are used in screening
for OSA in patients with COPD. In predicting severe OSA (AHI >30), SBQ performed better than
others with sensitivity, specificity, and AUC for SBQ >4, 66.1%, 82.1%, and 0.824 respectively.
Our simplified screening questionnaire contains BMI, witnessed apnea, snoring and CAD. The
sensitivity, specificity and AUC of our simplified screening questionnaire >3 are 70.8%, 90.2% and
0.80 respectively.

Patients with overlap syndrome had worsened exercise capacity, bone mineral density and
. survival. Screening questionnaires may help identify suitable patients for further overnight study.

-
-
~
-
-
-
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Impulse Oscillometry to Predict the Severity
of Obstructive Sleep Apnea
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Obstructive sleep apnea (OSA) is a disorder with repetitive upper airway obstruction
during sleep. Polysomnography is the standard diagnostic method of OSA but also
time consuming and expensive. Impulse oscillometry(I0S) is a forced oscillation
technique that measures pulmonary mechanics during tidal breathing. It has been
used to study various respiratory disorders especially small airway disease. Since 10S
has the capability to distinguish upper airway function from that of lower airways, the
application of 10S to diagnosis and management of OSA would be a focus of interest
in the field of sleep disordered breathing. Several studies had been conducted with
using 10S measurements in OSA patients. In this brief talk, we will discuss the rationale
on 10S measurements, previous data of I0S on OSA patients and its potential role on
OSA screening.
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Indoor air pollution: an overview

BEERZERIT R

Indoor air quality problems are problems with how clean the air we breathe is in
buildings such as homes, schools, and workplaces. Poor or inadequate indoor air
quality can cause breathing problems and other medical issues. Because we spend so
much time indoors, including at work.
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E-cigarette and vaping: help or harm?

{8 B FARY 57 B SR R
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E-cigarettes are sometimes called "e-cigs,”"vapes,” and "electronic nicotine delivery
systems (ENDS)." Some e-cigarettes look like regular cigarettes, cigars, or pipes. Some
look like USB flash drives, pens, and other everyday items.

Most e-cigarettes contain nicotine, which is addictive and toxic to developing fetuses.
E-cigarette aerosol can contain chemicals that are harmful to the lungs. And youth
e-cigarette use is associated with the use of other tobacco products, including
cigarettes. E-cigarettes are not currently approved by the FDA as a quit smoking aid.

In the United States, youth are more likely than adults to use e-cigarettes. In 2019, over
5 million U.S. middle and high school students used e-cigarettes in the past 30 days,
including 10.5% of middle school students and 27.5% of high school students.

EVALI (e-cigarette or vaping product use associated lung injury) is an inflammatory
response in the lungs triggered by inhaled substances. EVALI was initially recognized in
the summer of 2019. As of February 18, 2020, a total of 2,807 hospitalized EVALI cases
or deaths have been reported in the United States. The key risk factor for EVALI is use
of an e-cigarette or similar product; no single constituent has been identified that is
common to all cases. Until the exact mechanism of EVALI is known, it is reasonable to
advise patients with EVALI to completely avoid vaping in the future.
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Shared Decision Making in Patients with
Terminal Lung Disease
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The term "Shared Decision Making" (SDM) was first used in the United States' patient-
centered care common well-being program in 1982 to promote the mutual respect
and communication between medical staffs and patients. In 1997, Charles proposed
an operational definition, it stats that both physician and patient must participate,
the physician should propose a variety of empirical information on the disposition,
the patient should propose the personal preferences and values, and all the above
information shall be exchanged and discussed; thus, the most proper and the best
treatment options can be found.

Shared Decision-making is a patient-centered clinical medical execution process,
with knowledge, communication and respect, designed to enable medical personnel
and patients to share existing empirical medical outcomes, combine with patients'
own preferences and values, provide patients with all considerable options, and the
involvement of clinicians and patients in medical care, reach consensus on medical
decision-making, and finally support patients to make medical decisions that fit their
preferences.

For patients with terminal lung disease, Shared Decision-making can improve mutual
awareness of the entire care process, make the patients and their families to be
more aware of the treatment options, and reduce medical disputes caused by poor
communication. Therefore, clinical staff ought to learn this skill, and should further
integrate it into their professional skills, in order to provide a true people-centered and
holistic care.
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The role of pulmonary rehabilitation
in palliative care
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Patients with advanced pulmonary diseases often experience distressing physical and
psychological symptoms, such as dyspnea, anxiety, fatigue and etc. They often suffered
from poor quality of life and limited daily activity. These are strong indicators for
expert multidisciplinary palliative care incorporating the management of symptoms.
Pulmonary rehabilitation aims to improve health-related quality of life, increase exercise
capacity and daily activity. Pulmonary rehabilitation encompasses tailored therapies
that aim to help the physical and psychological health of the patients. It is therefore
an important consideration for patients receiving palliative care. Early integration of
palliative care with primary care, respiratory care and pulmonary rehabilitation, with
referral based on the complexity of symptoms, rather than prognosis, can improve
patient and carer outcomes. Combine pharmacological and non-pharmacological
managements for patients with advanced pulmonary diseases are optimal strategy for
increasing their quality of life and care outcomes.

This lecture will focus on non-pharmacological pulmonary rehabilitation for patients
receiving palliative care and will address specific respiratory conditions of: chronic
obstructive pulmonary disease (COPD), cancer, and interstitial lung disease.
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PIRESPA

Help Hold IPF Disease Progression

PIRESPA 1ablets 200 mg
tb g'é ﬁ% 5%%% 200==
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atezolizumab Anti-PD-L1 EEREEX

s T — v =

BIEAE - BEPIR A IVl R An =

1L : B bevacizumab - paclitaxel ] carboplatin $fF3 * (A&
21 - BB EGFR 3¢ ALK [EBERERE ZIEBHRIE/
A0 AT SE — AR IR EEY) -

2L - EBER - ERANAEEZIACELREER BRElL
ZEE G ERYIENARMESE BEEESB
EGFR 2k ALK EEEERREE - BIZA5A EGFR 2k ALK #]
FIELGE - HABEEERBREFaIER Tecentriq ©

EGFR=Epidermal growth factor receptor; ALK=Anaplastic lymphoma kinase; PD-L1=Programmed death-ligand 1. DOR=Duration of response; HR=Hazard ratio.

References: 1. TECENTRIQ® (atezolizumab) ZEG{HEE (FTEPEIEE#IZSE 001050 5).
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Foundation Medicine® and FoundationOne® are registered trademarks of Foundation Medicine, Inc.

Roche is the licensed distributor of Foundation Medicine products outside of the United States Fo U N DATI o N

PM-TW-2216-03-2019 M E D I CI N E@




Tafinlar f’l’#‘j BRAF V600 ;gﬁz
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Mekinist EE* EE

(trametinib)
0.5 mg, 2 mg tablets

Identify the Target . Take Action.

FRIRLL® 258 50 =72 TAFINLAR® Capsules 50 mg #SP&dsi= 55 026578 5%

HRIK4L" B 5 75 =72 TAFINLAR® Capsules 75 mg #13BE#si= 55 026579 5%

[ ERERE | B3 : Dabrafenib B —gR£ s ER trametinib A RTFIFA/ARR BRAFVB00 e 314 B EZIFFIRSUE AR AR E R - REFEHHEENASR : Dabrafenib £ tametinib G » AT FH/AEE BRAFV600 Ze84
SERRR A2 Il i@@?ﬁf‘/\ﬁﬁffﬂﬁﬁﬁﬁb A7 © I/ NARBHAE : Dabrafenib £ vametinb GFFR + 71 FBAA A7 BRAF V600 225 B HSE/ VAR IR A A o [ {8AI753% ] (/8 dabrafenib 2 - M\?E?E%“I‘ﬂﬁ’ﬁﬂ‘]ﬁ/ﬁ‘lﬁzi
TERA ARVIER R4 BRAF V600 284 FEA BaRERAEBES RSN HRIEEZNSERERLE - IIRRR— ”‘J dabrafenib + B IEEEARFA T —HRFFREIARE] 6 )\ » BIFRAIAEARZAIZEY) - & dabrafenib £2 trametinib
GERIE » ERAR—7) trametin - Dﬁ?i TR trametin BRZEASTEIRNE 12 /NSHUIES T » 73 FTAR A2 trametinib o [ Mg | Dabrafenib /i & —2e/ Aok 8 trametinib B - FESRAIS &% 150 %% (MR 75 25250 §H
MR MEEREEAEEE 300 Z5%) ° Dabrafenib EFERIZEA 1 /N\NRFRERED 2/ N\ESHRF + Ml FEIFERIRS 12 )\’ 4 o Dabrafenib FEN G ARMIERIFREIARA @ LUE SR ARIBHENE - EEL dabrafenib fF » trametinib (9
ZEHER 2 2RESH—RQD) - [ ] ¥EMRD SHUEAERAZEAE - BAZE: Microcrystaline celllose > Magnesium stearate Colloidal silicon dioxide » Hypromellose Capsules Size 2 Swedish Orange (50 £35z) * Hypromellose Capsules
Size 1 Pink (75 237 » Hypromellose Capsules 275 Red iron oxide » Titanium dioxide * Hypromellose > Water ° [ #2E ]| 12{5 1 BRAF I i (L AR 6 I8 A » {7 dabrafenib £2 trametinib » EX B8 RERN = 28R A PEUE ©
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(Palmar-plantar erythrodysaesthesia syndrome) » BE&AfE > U » PO @ 6% » R4S » 389 » ] ° Dabrafenib » Trametinb SHHER : MRERKZ » BIRK - EPMERED - RIS - 5875 » BEX > I > 1M > B -
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ZEREE" K ER 0.5 =5 Mekinist” Film-Coated Tablets 0.5mg BB 55 026817 5%

ZEREE" R ER 2 =38 Mekinist® Film-Coated Tablets 2 mg #7EBZEs5 58 026818 5
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