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[Case]

This 64 years old woman suffered from progressive shortness of breath for 2 days and admitted to ICU
due to hypoxemic respiratory failure. The associated symptoms included productive cough without fever.
She had the history of lung cancer, adenocarcinoma with brain metastasis and received loratinib and
dexamethasone at OPD. The lab data was as below: WBC 8,580/ul, Band 27.2% CRP 181 mg/L, GOT
134 IU/L, GPT 104 IU/L. The renal function was normal.
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8E3 : Drugs. 2019 May 8. doi: 10.1007/540265-019-01115-y.
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Dacomitinib in the Management of Advanced Non-
Small-Cell Lung Cancer

Drugs. 2019 May 8. doi: 10.1007/s40265-019-01115-y.
Lau SCM, Batra U, Mok TSK, et al.

Abstract

The use of targeted therapy in the management of epidermal growth factor receptor (EGFR)-mutated non-
small-cell lung cancer is an important milestone in the management of advanced lung cancer. There are
several generations of EGFR tyrosine kinase inhibitors available for clinical use. Dacomitinib is a second-
generation irreversible EGFR tyrosine kinase inhibitor with early-phase clinical studies showing efficacy
in non-small-cell lung cancer. In the recently published ARCHER 1050 phase III study, dacomitinib given
at 45 mg/day orally was superior to gefitinib, a first-generation reversible EGFR tyrosine kinase inhibitor,
in improving both progression-free survival and overall survival when given as first-line therapy. There
is no prospective evidence to support the use of dacomitinib as subsequent therapy in patients previously
treated with chemotherapy or a first-generation EGFR tyrosine kinase inhibitor such as gefitinib and
erlotinib. Dacomitinib has not demonstrated any benefit in unselected patients with non-small-cell lung
cancer, and its use should be limited to those with known EGFR-sensitizing mutations. Dacomitinib is
associated with increased toxicities of diarrhea, rash, stomatitis, and paronychia compared with first-
generation EGFR inhibitors. Global quality of life was maintained when assessed in phase III studies.
Overall, dacomitinib is an important first- line agent in EGFR-mutated non-small-cell lung cancer in

otherwise fit patients whose toxicities can be well managed.
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f&E : Lancet Respir Med. 2018 May; 6(5): 368-378.
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Effect of lung deflation with indacaterol plus
glycopyrronium on ventricular filling in patients with
hyperinflation and COPD (CLAIM): a double-blind,
randomised, crossover, placebo-controlled, single-
centre trial

Lancet Respir Med. 2018 May; 6(5): 368-378.
Hohlfeld JM, Vogel-Claussen J, Biller H, et al.

Abstract

BACKGROUND:

Pulmonary hyperinflation in chronic obstructive pulmonary disease (COPD) is associated with reduced
biventricular end-diastolic volumes and increased morbidity and mortality. The combination of a
long-acting p agonist (LABA) and a muscarinic antagonist (LAMA) is more effective in reducing
hyperinflation than LABA-inhaled corticosteroid combination therapy but whether dual bronchodilation
improves cardiac function is unknown.

METHODS:

We did a double-blind, randomised, two-period crossover, placebo-controlled, single-centre study
(CLAIM) at the Fraunhofer Institute of Toxicology and Experimental Medicine (Hannover, Germany),
a specialty clinic. Eligible participants were patients aged at least 40 years with COPD, pulmonary
hyperinflation (defined by a baseline residual volume >135% of predicted), a smoking history of at least
ten pack-years, and airflow limitation (FEV, <80% predicted and post-bronchodilator FEV,: forced vital
capacity <0.7). Patients with stable cardiovascular disease were eligible, but those with arrhythmias,
heart failure, unstable ischaemic heart disease, or uncontrolled hypertension were not. We randomly
assigned participants (1:1) to either receive a combined inhaled dual bronchodilator containing the
LABA indacaterol (110 pg as maleate salt) plus the LAMA glycopyrronium (50 pg as bromide salt) once
per day for 14 days, followed by a 14-day washout, then a matched placebo for 14 days, or to receive
the same treatments in reverse order. The randomisation was done using lists and was concealed from
patients and investigators. The primary endpoint was the effect of indacaterol-glycopyrronium versus
placebo on left-ventricular end-diastolic volume measured by MRI done on day 1 (visit 4) and day 15
(visit 5) in treatment period 1 and on day 29 (visit 6) and day 43 (visit 7) in treatment period 2 in the per-
protocol population. Left-ventricular end-diastolic volume was indexed to body surface area. Safety was
assessed in all participants who received at least one dose of the study drug. This study is registered with
ClinicalTrials.gov, number NCT02442206.

RESULTS:

Between May 18, 2015, and April 20, 2017, we randomly assigned 62 eligible participants to treatment;
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30 to indacaterol-glycopyrronium followed by placebo and 32 to placebo followed by indacaterol-
glycopyrronium. The 62 randomly assigned patients were included in the intent-to-treat analysis. There
were two protocol violations and therefore 60 were included in the per-protocol analysis. 57 patients
completed both treatment periods. After indacaterol-glycopyrronium treatment, left-ventricular end-
diastolic volume increased from a mean 55.46 mL/m? (SD 15.89) at baseline to a least-squares (LS)
mean of 61.76 mL/m? (95% CI 57.68-65.84), compared with a change from 56.42 mL/m? at baseline
(13.54) to 56.53 mL/m? (52.43-60.62) after placebo (LS means treatment difference 5.23 mL/m? [95% CI
3.22 to 7-25; p<0.0001]). The most common adverse events reported with indacaterol-glycopyrronium
were cough (in nine patients [15%] of 59) and throat irritation (in seven [12%]). With placebo, the most
common adverse events reported were headache (in five patients [8%] of 61) and upper respiratory
tract infection (in four [7%]). Two patients had serious adverse events: one (2%) after indacaterol-
glycopyrronium (endometrial cancer) and one (2%) after placebo (myocardial infarction); these were not
thought to be treatment related. No patients died during the study.

CONCLUSIONS:

This is the first study to analyse the effect of LABA-LAMA combination therapy on cardiac function
in patients with COPD and lung hyperinflation. Dual bronchodilation with indacaterol-glycopyrronium
significantly improved cardiac function as measured by left-ventricular end-diastolic volume. The results
are important because of the known association of cardiovascular impairment with COPD, and support

the early use of dual bronchodilation in patients with COPD who show signs of pulmonary hyperinflation.
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Pulmonary rehabilitation in bronchiectasis: a
propensity matched study

Eur Respir J 2018; doi: 10.1183/13993003.01264-2018
Suhani Patel, Aaron D. Cole, Claire M. Nolan, ef al.

Abstract

Introduction:

International guidelines recommend pulmonary rehabilitation (PR) for patients with bronchiectasis,
supported by small trials and data extrapolated from chronic obstructive pulmonary disease (COPD).
However, it is unknown whether real-life data on completion rates and response to PR are similar between
patients with bronchiectasis and COPD.

Methods:

Using propensity score matching, 213 consecutive patients with bronchiectasis referred for a supervised
PR programme were matched 1:1 with a control group of 213 patients with COPD. Completion rates,
changes in incremental shuttle walk (ISW) and Chronic Respiratory Questionnaire (CRQ) with PR were
compared between groups.

Results:

Completion rate was the same in both groups (74%). Improvements in ISW and most domains of CRQ
with PR were similar between the bronchiectasis and COPD groups (ISW: 70 versus 63 metres; CRQ-
Dyspnoea: 4.8 versus 5.3; CRQ-Emotion: 3.5 versus 4.6; CRQ-Mastery: 2.3 versus 2.9; all p>0.20).
However, improvements in CRQ-Fatigue with PR were greater in the COPD group (bronchiectasis: 2.1
versus COPD: 3.3; p=0.02).

Conclusion:

In a real-life, propensity-matched control study, patients with bronchiectasis show similar completion
rates and improvements in exercise and health status outcomes as patients with COPD. This supports the

routine clinical provision of PR to patients with bronchiectasis.
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This 64 years old woman suffered from progressive shortness of breath for 2 days and admitted to ICU
due to hypoxemic respiratory failure. The associated symptoms included productive cough without fever.
She had the history of lung cancer, adenocarcinoma with brain metastasis and received loratinib and
dexamethasone at OPD. The lab data was as below: WBC §,580/uL, Band 27.2% CRP 181 mg/L, GOT
134 TU/L, GPT 104 IU/L. The renal function was normal.
1. CHyZ2 T Ryfal 2

(A) Recurrent lung cancer

(B) Invasive pulmonary aspergillosis

(C) Pulmonary tuberculosis

(D) Sarcoidosis

(E) Septic emboli

BEEE (15T

2. TR/ NIRRT R A 52 Dacomitinib ;G > 134 5fas ?
(A) ELH#E Gefitinib 7 BT HYSEEY b G S B fa (oI
(B) ‘EREIERERH 45 mg
(C) HHISHEREH N LA EE LAY
(D) LLH#E Gefitinib FHEZZHISE =4 LL ERITEH]

3. fR4% ARCHER 1050 E&PREES » {77 JF Dacomitinib 5, 2 BIfEFH 2
(A) H8%
(B) Afizk
(C) H#ER
(D) RZR&mss

4. £ CLAIM study H* » dual-bronchodilator 1FHifiEf 3 & 7t & (hyperinflation) 555 A _FjaE A= A8 »
THNATE RIE ?
(A) = FEV,
(B) Ji/DIFERAFE (residual volume)
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(O) JE DL EEFREAZSE (left-ventricular end-diastolic volume)
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Figure 1: Chest plain film revealed mild prominent right hilar region.

R - BB KHIER MIREAR] THESRERET

[Case]

A 28 y/o female with history of GERD complains dysphagia and postprandial vomiting for 1 year.

[Question]

L. SEH 2B Ryl 2
(A) Dysphagia aortica (Dysphagia due to an Aortic Aneurysm)
(B) Esophageal achalasia
(C) Esophageal tumors
(D) Hiatal hernia
(E) Scleroderma
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Figure 2: The chest CT demonstrated that dilatation of esophagus is

noted from level of thoracic inlet extend to E-G junction, compatible

with clinical diagnosis of achalasia.
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After 15 minutes

Figure 3: The esophagography showed:

1. Luminal stenosis at lower thoracic esophagus/EG junction and contrast medium stasis in the
proximal dilated esophagus, achalasia is suspected.

2. Loss normal peristasis pattern of esophagus is noted.

3. Minimal contrast medium could pass through this stricture and into the stomach.
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[Answer]

(B) Esophageal achalasia

She was admitted for thoracoscopic modified Heller's esophagomyotomy. The final pathology reported
mild fibrosis, esophageal muscle, myotomy. The symptoms of dysphagia and postprandial vomiting

improved significantly after operation.
e

2. BN EMERIEHZE (MAO) Z a3 » THIMe[EIF R E SHEVEH ?
(A) SEFEHEHF (Argon plasma coagulation)
(B) &% (Electrocautery)
(C) /& 728 (Metallic stent)
(D) Jt# 1797 (Photodynamic therapy)
EZE (O

3. N R S RE SR AR E I T e S A FEEE
(A) AIZEZH%S (granulation tissue) HYZEEAE
(B) R (re-cpithelialisation) 55 % 4PRERS 2
(C) R REREIE S R FEHE R EEIE (ischaemic mucosal necrosis) » & £ 5% GRS FFL
(perforation)
(D) Bl FEE
EZ (D)

4. {5 Lancet Respir Med 2018 7 11 5% 2 BRPRE B AUEHEZE - FiHZEER - AEH
LABA-ICS Syl a R MELL N5 IMal 4 B R 2
(A) Eosinophils <2%
(B) Eosinophils >2%
(C) Eosinophils >4%
(D) DA EEE
EHZE (O

5. fik FHB5E - LABA-ICS FHESN LAMA TR 6 AIHZE 2 455 NYIRe AR ?
(A) LABA-ICS ;&5 2B 50 v 1 fg5% 2 il % Je b
(B) Eosinophils <2% 7 [ » Hifi 3¢ %% 4= JE b 2= S BHEH
(C) Eosinophils >4% 7 F83% - Hifi 3¢ 55 4k i 22 T AN HA
(D) Eosinophils <4% - #& » {H[a{HEF LAMA E¥jiG GiEEEy)
%2 (B)
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6. Y Atezolizumab Flt (o] 5 FHE ?
(A) HIFIHAEARZ=SETHCES 1 (PD-L1)
(B) H]DAMEsEAERE 2204 T 4HHY
(C) MHMEER GRS & AR A TpEIF IR S A RRUR
(D) DA EEE
%% (D)

7. PEECH N AR AT S — 46T (EF{LELEFER #0 (Carboplatin) FI{KFE)HEF (Etoposide) Z 4f »
PN Atezolizumab BT BLZE 4 T HUfa A R 2
(A) FEEAR N\ BB {751 (overall survival)
(B) ZEEJR A\t E{F B E] (progression-free survival)
(C) RIfFARE B AETHIA I AT R ER s E A
(D) DL EEZE
%% (D)
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