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[Case]

This 35 years old male patient was admitted due to chronic cough with yellow-green sputum, dyspnea,
low-grade fever and general weakness. He has smoking, drinking and irregular anti-TB treatment history
in the past several years. On admission, blood pressure: 102/60 mmHg, heart rate: 130/min, respiratory
rate: 26/min, body temperature: 37.3°C, SpO,: 86% (room air); conjunctivae: pale, sclerae: not icteric;
breathing sound: diffuse crackles, heart sound: regular but tachycardia; abdomen: soft, liver and spleen:
impalpable. Laboratory data showed: WBC: 28.14 x 10°/uL, neutrophil: 86%, Hb: 7.4 g/dL, platelet: 565

x 10°/uL; GOT: 27 U/L, GPT: 15 U/L, CRE: 1.4 mg/dL, BUN: 20 mg/dL, Na: 131 mmol/L, K: 2.7 mmol/
L.
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Transbronchial Cryobiopsy in Diffuse Parenchymal
Lung Disease: Retrospective Analysis of 74 Cases

Chest. 2017; 151(2): 400-408
Ussavarungsi K, Kern RM, Roden AC, ef al.

Abstract

BACKGROUND:

Diagnostic evaluation of patients with diffuse parenchymal lung disease (DPLD) is best achieved by a
multidisciplinary team correlating clinical, radiological, and pathologic features. Surgical lung biopsy
remains the gold standard for histopathologic diagnosis of idiopathic interstitial pneumonias. Emerging
data suggest an increasing role for transbronchial cryobiopsy (TBC) in DPLD evaluation. We describe our
experience with TBC in patients with DPLD.

METHODS:

We retrospectively reviewed medical records of patients with radiographic features of DPLD who
underwent TBC at Mayo Clinic in Rochester, Minnesota from June 2013 to September 2015.

RESULTS:

Seventy-four patients (33 women [45%]) with a mean age of 63 years (SD, 13.8) were included. The
mean maximal diameter of the samples was 9.2 mm (range, 2-20 mm [SD, 3.9]). The median number of
samples per procedure was three (range, one to seven). Diagnostic yield was 51% (38 of 74 specimens).
The most frequent histopathologic patterns were granulomatous inflammation (12 patients) and organizing
pneumonia (OP) (11 patients), resulting in the final diagnoses of hypersensitivity pneumonitis (six
patients), cryptogenic OP (six patients), connective tissue disease-associated OP (three patients), drug
toxicity (three patients), infection-related OP (two patients), sarcoidosis (two patients), and aspiration
(one patient). Other histopathologic patterns included respiratory bronchiolitis (three patients), acute
fibrinous and organizing pneumonia (two patients), desquamative interstitial pneumonia (1 patient),
diffuse alveolar damage (one patient), pulmonary alveolar proteinosis (one patient), amyloidosis (one
patient), eosinophilic pneumonia (one patient), necrotizing vasculitis (one patient), bronchiolitis with food
particles (one patient), and malignancy (three patients). Pneumothorax developed in one patient (1.4%),
and bleeding occurred in 16 patients (22%).

CONCLUSIONS:

Our single-center cohort demonstrated a 51% diagnostic yield from TBC; the rates of pneumothorax and

bleeding were 1.4% and 22%, respectively. The optimal use of TBC needs to be determined.
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Diagnostic Utility of Pleural Fluid Cell Block versus
Pleural Biopsy Collected by Flex-Rigid Pleuroscopy
for Malignant Pleural Disease: A Single Center
Retrospective Analysis

PLoS One. 2016 Nov 23; 11(11): e0167186. doi: 10.1371/journal.pone.0167186.
Miyoshi S, Sasada S, Izumo T, et al.

Abstract

BACKGROUND:

Some trials recently demonstrated the benefit of targeted treatment for malignant disease; therefore,
adequate tissues are needed to detect the targeted gene. Pleural biopsy using flex-rigid pleuroscopy and
pleural effusion cell block analysis are both useful for diagnosis of malignancy and obtaining adequate
samples. The purpose of our study was to compare the diagnostic utility between the two methods among
patients with malignant pleural disease with effusion.

METHODS:

Data from patients who underwent flex-rigid pleuroscopy for diagnosis of pleural effusion suspicious
for malignancy at the National Cancer Center Hospital, Japan between April 2011 and June 2014 were
retrospectively reviewed. All procedures were performed under local anesthesia. At least 150 mL of
pleural fluid was collected by pleuroscopy, followed by pleural biopsies from the abnormal site.
RESULTS:

Thirty-five patients who were finally diagnosed as malignant pleural disease were included in this study.
Final diagnoses of malignancy were 24 adenocarcinoma, 1 combined adeno-small cell carcinoma, and
7 malignant pleural mesothelioma (MPM), and 3 metastatic breast cancer. The diagnostic yield was
significantly higher by pleural biopsy than by cell block [94.2% (33/35) vs. 71.4% (25/35); p=0.008].
All patients with positive results on cell block also had positive results on pleural biopsy. Eight patients
with negative results on cell block had positive results on pleural biopsy (lung adenocarcinoma in 4,
sarcomatoid MPM in 3, and metastatic breast cancer in 1). Two patients with negative results on both cell
block and pleural biopsy were diagnosed was sarcomatoid MPM by computed tomography-guided needle
biopsy and epithelioid MPM by autopsy.

CONCLUSION:

Pleural biopsy using flex-rigid pleuroscopy was efficient in the diagnosis of malignant pleural diseases.
Flex-rigid pleuroscopy with pleural biopsy and pleural effusion cell block analysis should be considered

as the initial diagnostic approach for malignant pleural diseases presenting with effusion.
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Neutrophil Elastase Activity Is Associated with
Exacerbations and Lung Function Decline in
Bronchiectasis

Am J Respir Crit Care Med 195: 1384-1393, 2017
James D. Chalmers, Kelly L. Moffitt, Guillermo Suarez-Cuartin, et al.

Abstract

Rationale:

Sputum neutrophil elastase and serum desmosine, which is a linked marker of endogenous elastin
degradation, are possible biomarkers of disease severity and progression in bronchiectasis. This study
aimed to determine the association of elastase activity and desmosine with exacerbations and lung
function decline in bronchiectasis.

Methods:

This was a single-center prospective cohort study using the TAYBRIDGE (Tayside Bronchiectasis
Registry Integrating Datasets, Genomics, and Enrolment into Clinical Trials) registry in Dundee, UK.
A total of 433 patients with high-resolution computed tomography-confirmed bronchiectasis provided
blood samples for desmosine measurement, and 381 provided sputum for baseline elastase activity
measurements using an activity-based immunoassay and fluorometric substrate assay. Candidate
biomarkers were tested for their relationship with cross-sectional markers of disease severity, and with
future exacerbations, mortality and lung function decline over 3 years.

Measurement and Main Results:

Elastase activity in sputum was associated with the bronchiectasis severity index (r=0.49; P<0.0001)
and was also correlated with the Medical Research Council dyspnea score (#=0.34; P<0.0001), FEV1%
predicted (»=-0.33; P<0.0001), and the radiological extent of bronchiectasis (#=0.29; P<0.0001).
During a 3-year follow-up, elevated sputum elastase activity was associated with a higher frequency of
exacerbations (P<0.0001) but was not independently associated with mortality. Sputum elastase activity
was independently associated with FEV1 decline (B coefficient, -0.139; P=0.001). Elastase showed good
discrimination for severe exacerbations with an area under the curve of 0.75 (95% confidence interval
[CI], 0.72-0.79) and all-cause mortality (area under the curve, 0.70; 95% CI, 0.67-0.73). Sputum elastase
activity increased at exacerbations (P=0.001) and was responsive to treatment with antibiotics. Desmosine
was correlated with sputum elastase (r=0.42; P<0.0001) and was associated with risk of severe
exacerbations (hazard ratio 2.7; 95% CI, 1.42-5.29; P=0.003) but not lung function decline.

Conclusions:

Sputum neutrophil elastase activity is a biomarker of disease severity and future risk in adults with

bronchiectasis.
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1. This 35 years old male patient was admitted due to chronic cough with yellow-green sputum, dyspnea,
low-grade fever and general weakness. He has smoking, drinking and irregular anti-TB treatment
history in the past several years. On admission, blood pressure: 102/60 mmHg, heart rate: 130/min,
respiratory rate: 26/min, body temperature: 37.3°C, SpO,: 86% (room air); conjunctivae: pale, sclerae:
not icteric; breathing sound: diffuse crackles, heart sound: regular but tachycardia; abdomen: soft, liver
and spleen: impalpable. Laboratory data showed: WBC: 28.14 x 10°/uL, neutrophil: 86%, Hb: 7.4 g/
dL, platelet: 565 x 103/uL; GOT: 27 U/L, GPT: 15 U/L, CRE: 1.4 mg/dL, BUN: 20 mg/dL, Na: 131
mmol/L, K: 2.7 mmol/L.

What is the most likely diagnosis? What are the most appropriate diagnostic examinations?

(A) Pulmonary tuberculosis. Sputum examinations for acid fast stain and culture, nucleic acid
amplification test for Mycobacterium tuberculosis.

(B) Pulmonary tuberculosis. Sputum examinations for acid fast stain and culture, nucleic acid
amplification test for Mycobacterium tuberculosis and rapid molecular drug susceptibility testing
for rifampin with/without isoniazid.

(C) Necrotizing pneumonia. Sputum examinations for Gram stain and culture for common bacteria.

(D) Lung cancer. Bronchoscopic examination with biopsy and lavage.
EEE  (FE 15 )

2. &I R@E S HYJR (transbronchial cryobiopsy, TBC) #8748 37 @/E fiti f4H4% ) H (transbronchial lung
biopsy, TBLB) 4 & 152 s2l#7% » HJFR Fyfa] ?
(A) T TR
(B) AIfReF A4S S E M E 2 528
(C) B N IRER A ER 52
(D) DA
3. MM &SGR E 2 R (transbronchial cryobiopsy, TBC) RIgE#8 42 Z HFEE 7
(A) 5H5 (pneumothorax)
(B) tilfn (bleeding)

(C) Hifili24% (lung abscess)
(D) DI EBE
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4. (EEMERRBRAVRRE T > YA EA R AR S TR U R BB 2
(A) REREANERURAIAIIE (cell block) S
(B) ZETRERNERRABEER
(©) VIR Hteas o] A AR AR R
(D) HJLMERERmEE N TR S i

5. BhisEsR A TRIRE Y R ol DU BB s B Il s 2
(A) HfifsE DFRIREEERS
(B) SR Kz 4HiHE I (mesothelioma)
(C) FLEEOIRIAEERS
(D) PLEEE

6. RIBABTEAER - 9 ARG MR B S MEE N5 o) = S AR 2
(A) SCRETRRIERER
(B) R A EETE AR
(C) =ETE iR G ERE
(D) FHIMER—FbR

7. THERHSE MR S ESHIRGL » (ATEEC IR ?
(A) Bt A MmERE b AP S 1% AT & /KRN
(B) EZEIERE I E S 2R R
(C) RfiZE R AR TS E (K
(D) IG5 SR AT A AR B S R E R £ R —
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1.[Case]

Miss Hong, 44 y/o female, came to sleep center with chief complaint of habitual snore, dreaming sleep
and hypersomnia for years. Reviewing of her history, she visited psychiatric clinic 5 years ago with poor
sleep quality. Trazodone, Lorazepam, and Zolpidem one tablet of each before sleep were prescribed for
the past 5 years. She consistently took these pills every day. She still had above complaints and wake up
several times during sleep. She finally came to sleep center for further evaluation. Her body weight is
46 Kg and height is 157 cm. She is a healthy hepatitis B carrier without any complication. Her physical
examination and neurologic examination were all normal. Her laboratory examination including sugar,
renal function, hemoglobin and iron storage were all normal. She was not pregnant and do not have

history of neurological injury.

[Question]

What is your diagnosis? And what treatments will you suggest for her?

Please choose the best answer

(A) Obstructive Sleep Apnea syndrome. And Treated with CPAP.

(B) Periodic limbs movement syndrome. Treated by Pramipexole 0.25 mg hs.

(C) Insomnia and Anxiety. Treated by changing sedatives to Quetiapine, Alprazolam and Zolpidem.

(D) Overlapping syndrome with obstructive sleep apnea and periodic limbs movement syndrome. Treated

by CPAP first and change the sedative to pramipexole and clonazepam, zolpidem if needed.

Polysomnography was done and some epochs were attached:
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[Answer]

D)

Explain:

When providing all these 4 answers, we believe most of the physicians will pick up the right answer, D.
However, this is a frequent patient that show in sleep center and also need a comprehensive pulmonary
and sleep training. In the Polysomnography (PSG), the results show several significant legs movement
continuously more than 4 episodes that may related to hypopnea and arousal (Figure 1, 3, 4) but some
of the movement are not related to respiratory events (Figure 2, 5, 6). The final results of this PSG study
show the AHI of 34/h and PLMI of 25/h (the legs movement related to respiratory events are not counting
into PLMI). The final diagnosis of this case should be overlapping of OSAS and PLMS. We should treat
this patient with CPAP first and observe the changes pf PLMI. Some legs movement will improve after
adequate CPAP treatment. If it persists, medication for PLM could be prescribed.
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2. ORERER NS B R 2
(A) I EE
(B) fifiz
(C) [EIEZ
(D) U EEZ
&% (D)
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