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ARHAZER] © A 63 y/o man with chronic cough and fever for 3 months.
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Significance of FEV3/FEV6 in Recognition of Early Airway Disease in Smokers at Risk of

Development of COPD Analysis of the SPIROMICS Cohort
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Neoadjuvant Nivolumab plus Chemotherapy in Resectable Lung Cancer
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Awake prone positioning for non-intubated patients with COVID-19-related acute

hypoxaemic respiratory failure: a systematic review and meta-analysis
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[Case]

A 63 y/o man presented to a pulmonologist's clinic with cough and intermittent fever for 3 months.
He used to be a heavy smoker (40 pack-year) and was diagnosed with COPD (under regular inhaled

Tiotropium but no inhaled or systemic corticosteroid). Intermittent fever was still noted despite empiric

antibiotics treatment (Ceftriaxone).
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Lab data:

@ WBC: 25.38K/ L (Seg: 87.5%,), CRP: 19.7 mg/dL, Procalcitonin: 4.68 ng/mL
@ Aspergillus antigen (serum) : negative

@ CEA (serum): 0.956 ng/ml (normal: <5.0)

@ LDH(serum): 147 U/L (normal: 140-271)

@ Renal & Liver function tests: all within normal limits

@ Urinalysis: pyuria(-), bacteriuria (-), hematuria(-)
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&8 : CHEST Volume 161, Issue 4, April 2022 , Pages 949-959
DOI: https://doi.org/10.1016/j.chest.2021.10.046
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ME/NRZE SR - FEV3 f1 FEV6 {F BN & 7 B UR R FH — 2 - FEV3/FEV6 TFEBS s —
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Significance of FEV3/FEV6 in Recognition of Early
Airway Disease in Smokers at Risk of Development of
COPD Analysis of the SPIROMICS Cohort

CHEST Volume 161, Issue 4, April 2022 , Pages 949-959
Nathan Yee, Daniela Markovic and Russell G. Buhr ef al.

Abstract

Background:

Small airways are known to be affected early in the course of COPD; however, traditional spirometric
indices may not accurately identify small airways disease.

Research Question:

Can forced expiratory volume in 3 s/forced expiratory volume in 6 s (FEV3/FEV6) identify early airflow
abnormalities and predict future clinically important respiratory-related outcomes, including development
of COPD?

Study Design and Methods:

The study included 832 current and former smokers with post-bronchodilator FEV1/FVC > 0.7 from the
Subpopulations and Intermediate Outcome Measures in COPD Study (SPIROMICS) cohort. Participants
were classified as having a reduced pre-bronchodilator FEV3/FEV6 based on lower limit of normal (LLN)
values. Repeatability analysis was performed for FEV3 and FEV6. Regression modeling was used to
evaluate the relationship between baseline FEV3/FEV6 and outcome measures, including functional small
airways disease, on thoracic imaging and respiratory exacerbations. Interval-censored analysis was used
to assess progression to COPD.

Results:

FEV3/FEV6 less than the LLN at baseline, defined as reduced compared with FEV3/FEV6 at or above
the LLN, was associated with lower FEV 1, poorer health status (St. George’s Respiratory Questionnaire
score), more emphysema, and more functional small airways disease on quantitative imaging. FEV3 and
FEV6 showed excellent agreement between repeat measurements. A reduced FEV3/FEV6 was associated
with increased odds of a severe respiratory exacerbation within the first year of follow-up and decreased
time to first exacerbation. A low FEV3/FEV6 was also associated with development of COPD according
to spirometry results (post-bronchodilator FEV1/FVC < 0.7) during study follow-up.

Interpretation:

FEV3/FEV6 is a routinely available and repeatable spirometric index that can be useful in the evaluation
of early airflow obstruction in current and former smokers without COPD. A reduced FEV3/FEV6 can
identify those at risk for future development of COPD and respiratory exacerbations.
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&8 : The New England Journal of Medicine 2022 Apr 11.
DOI: 10.1056/NEJMo0a2202170
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TE R LB AR EH & 20.8 A © nivolumab & (f{LER G RRAH R HE 58 S 4R ML B Ky 24% » BB L
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G R L 75.4% Y B LB E R B R 1R A B2 TG - 33.5% 1Y nivolumab & {281
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flrATEE B G FRRE B S B L MBS B e B e R BIME B LRARE - B
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Neoadjuvant Nivolumab plus Chemotherapy in
Resectable Lung Cancer

N Engl J Med. 2022 Apr 11. DOI: 10.1056/NEJMo0a2202170
P.M. Forde, J. Spicer, S. Lu, et al.

Background:

Neoadjuvant or adjuvant chemotherapy confers a modest benefit over surgery alone for resectable non—
small-cell lung cancer (NSCLC). In early-phase trials, nivolumab-based neoadjuvant regimens have
shown promising clinical activity; however, data from phase 3 trials are needed to confirm these findings.
Methods:

In this open-label, phase 3 trial, we randomly assigned patients with stage IB to IIIA resectable NSCLC to
receive nivolumab plus platinum-based chemotherapy or platinum-based chemotherapy alone, followed
by resection. The primary end points were event-free survival and pathological complete response (0%
viable tumor in resected lung and lymph nodes), both evaluated by blinded independent review. Overall
survival was a key secondary end point. Safety was assessed in all treated patients.

Results:

The median event-free survival was 31.6 months (95% confidence interval [CI], 30.2 to not reached) with
nivolumab plus chemotherapy and 20.8 months (95% CI, 14.0 to 26.7) with chemotherapy alone (hazard
ratio for disease progression, disease recurrence, or death, 0.63; 97.38% CI, 0.43 to 0.91; P=0.005). The
percentage of patients with a pathological complete response was 24.0% (95% CI, 18.0 to 31.0) and
2.2% (95% CI, 0.6 to 5.6), respectively (odds ratio, 13.94; 99% CI, 3.49 to 55.75; P<0.001). Results for
event-free survival and pathological complete response across most subgroups favored nivolumab plus
chemotherapy over chemotherapy alone. At the first prespecified interim analysis, the hazard ratio for
death was 0.57 (99.67% CI, 0.30 to 1.07) and did not meet the criterion for significance. Of the patients
who underwent randomization, 83.2% of those in the nivolumab-plus-chemotherapy group and 75.4% of
those in the chemotherapy-alone group underwent surgery. Grade 3 or 4 treatment-related adverse events
occurred in 33.5% of the patients in the nivolumab-plus-chemotherapy group and in 36.9% of those in the
chemotherapy-alone group.

Conclusions:

In patients with resectable NSCLC, neoadjuvant nivolumab plus chemotherapy resulted in significantly
longer event-free survival and a higher percentage of patients with a pathological complete response
than chemotherapy alone. The addition of nivolumab to neoadjuvant chemotherapy did not increase
the incidence of adverse events or impede the feasibility of surgery. (Funded by Bristol Myers Squibb;
CheckMate 816 ClinicalTrials.gov number, NCT02998528.)
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Awake prone positioning for non-intubated patients
with COVID-19-related acute hypoxaemic respiratory
failure: a systematic review and meta-analysis

The Lancet Respiratory Medicine, Online First, March 16, 2022.
doi: 10.1016/S2213-2600(22)00043-1

Jie Li, Jian Luo, Ivan Pavlov, et al.

SUMMARY

Background:

Awake prone positioning has been broadly utilised for non-intubated patients with COVID-19-related
acute hypoxaemic respiratory failure, but the results from published randomised controlled trials (RCTs)
in the past year are contradictory. We aimed to systematically synthesise the outcomes associated with
awake prone positioning, and evaluate these outcomes in relevant subpopulations.

Methods:

In this systematic review and meta-analysis, two independent groups of researchers searched MEDLINE,
Embase, PubMed, Web of Science, Scopus, MedRxiv, BioRxiv, and ClinicalTrials.gov for RCTs and
observational studies (with a control group) of awake prone positioning in patients with COVID-19-
related acute hypoxaemic respiratory failure published in English from Jan 1, 2020, to Nov 8, 2021. We
excluded trials that included patients intubated before or at enrolment, paediatric patients (ie, younger
than 18 years), or trials that did not include the supine position in the control group. The same two
independent groups screened studies, extracted the summary data from published reports, and assessed the
risk of bias. We used a random-effects meta-analysis to pool individual studies. We used the Grading of
Recommendations Assessment, Development, and Evaluation approach to assess the certainty and quality
of the evidence. The primary outcome was the reported cumulative intubation risk across RCTs, and effect
estimates were calculated as risk ratios (RR;95% CI). The analysis was primarily conducted on RCTs, and
observational studies were used for sensitivity analyses. No serious adverse events associated with awake
prone positioning were reported. The study protocol was prospectively registered with PROSPERO,
CRD42021271285.

Findings:

A total of 1243 studies were identified, we assessed 138 full-text articles and received the aggregated
results of three unpublished RCTs; therefore, after exclusions, 29 studies were included in the study. Ten
were RCTs (1985 patients) and 19 were observational studies (2669 patients). In ten RCTs, awake prone
positioning compared with the supine position significantly reduced the need for intubation in the overall
population (RR 0 -84 [95% CI 0-72-0-97]). A reduced need for intubation was shown among patients
who received advanced respiratory support (ie, high-flow nasal cannula or non-invasive ventilation) at
enrolment (RR 0 -83 [0-71-0-97]) and in intensive care unit (ICU) settings (RR 0-83 [0-71-0-97]) but not
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in patients receiving conventional oxygen therapy (RR 0-87 [0-45—1-69]) or in non-ICU settings (RR 0-88
[0-44—1-76]). No obvious risk of bias and publication bias was found among the included RCTs for the
primary outcome.

Interpretation:

In patients with COVID-19-related acute hypoxaemic respiratory failure, awake prone positioning
reduced the need for intubation, particularly among those requiring advanced respiratory support and
those in ICU settings. Awake prone positioning should be used in patients who have acute hypoxaemic

respiratory failure due to COVID-19 and require advanced respiratory support or are treated in the ICU.
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A 63 y/o man presented to a pulmonologist’s clinic with cough and intermittent fever for 3 months.
He used to be a heavy smoker (40 pack-year) and was diagnosed with COPD (under regular inhaled
Tiotropium but no inhaled or systemic corticosteroid). Intermittent fever was still noted despite empiric

antibiotics treatment (Ceftriaxone).

Lab data:

@ WBC: 25.38K/ L (Seg: 87.5%,), CRP: 19.7 mg/dL, Procalcitonin: 4.68 ng/mL
@ Aspergillus antigen (serum) : negative

@ CEA (serum): 0.956 ng/ml (normal: <5.0)

@ LDH(serum): 147 U/L (normal: 140-271)

@ Renal & Liver function tests: all within normal limits

@ Urinalysis: pyuria(-), bacteriuria (-), hematuria(-)
1. Y2 el 2

(A) Primary lung cancer
(B) Lymphoma

(C) Aspergillosis

(D) Tuberculosis

(E) Disseminated nontuberculous mycobacterial (NTM) infection
EEE  (FE157)

2. SE T (#F FEVI/FEVG EL RIS COPD MHIVLIE S > SHITUERR - SPIROMICS 4t
WFEZ oy —23C o[ IERE ?
(A) WHFE T~ B B By Active smoker
(B) MRIBILIATE Z 455K - FEVI/FVC #% FEV3/FEV6 B RE(=AIE]/ NRE TR
(C) TABEAFEH FEV3/FEV6 35 SR IEH H NRER 54 AP EEIN 2 b
(D) FRELIFE S FEV3/FEV6 HRNIEFE E NREA RS E A KRR COPD
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FAAE T {EF FEV3/FEV6 LL{EA COPD e~ FHA R E 0 - SPIROMICS HEA{,
W9Ez 73#r o —3C > FEV3/FEV6 RPN IEFE T RBEAAEN SR MREERFI B2 AE - ]
B Rein ?

(A) Airs 2 FEVI HifH

(B) A=~ SGRQ score

(C) & FARRE i w A

(D) A s E Ak EE 2R COPD [by GOLD criteria]

FHRIAE " Nivolumab FFLELGHRE Ky o] Flr UIERATHE =~ flopTig B e « 55 =R Rl bnst Sk
& —3F o TYIRGUAE SRR ?
(A) CheckMate-816 W ABH5E 2 JEEE Ry 54 (IB-ITA) 3E/NAHAE AT
(B) nivolumab & LA GRME Ryl il &R RES I E 12 B B 2 I B G B B HE S 52
BIRRAR
(C) nivolumab &{f{LEL AR 2 EE4 A 1E PD-L1 FEH{> 1% ~ NSCLC ] LIEE|
(D) BEWFZE HRERAELUEE 58 2GR AR Ry B IR TR B AR AR L 51 2 58

. "'Nivolumab H{LELJGFFIE Ry ol Tl UIFRHi#e < flr g B a5t « 8 =R Bns Rags , —
3L B nivolumab & HHLERGRE RlTATEEN AR - B aRRisE A ATEE) ?

(A) B PREFGEER] > BV 7R A UIER B

(B) #Er= ctDNA JHFRAYELH]

(C) fEmafA KIELLPIBL G2 % (downstaging) ELAI

(D) bl FEE

- FRAEASHET SR - COVID-19 SR S R PP o & B REEE PR B A 2555 -
EEHE—RIRENZESS > m] DU e R AR 2 2

(A) B —fRERIE =

(B) st 5 B AR 7 /8

(C) il 5 HEEH 7 8

(D) DI e

. COVID-19 &R e AR I S PR = Vg > Hl b B 5 BRI EA 2385 - SRR D — 20 75 S 4
Bt

A) ELFEHEREERSE

(B) {s FHFE=HE PR S5 I

(C) bl EEse

(D) DL EEIE
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[Case]

The 62-year-old woman, non-smoker presented to chest clinic with shortness of breath and non-productive
cough for days. She had history of hypertrophic cardiomyopathy without significant LVOT obstruction,
paroxysmal atrial fibrillation, CHF, and sleep apnea post op. Lab data showed: WBC 7170 Seg 69.7%
CRP 2.53 Cr 0.7 Crypto Ag(-) RF(<1:2) ANA 1:40 (+)HDC+C Anti SS-A(-) Anti-SS-B(-) pANCA

0.21U/ml.
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[Question]

1. fEHya2lET Ryfel 2
(A) Primary aspergillosis
(B) Primary alveolar proteinosis
(C) Amiodarone pulmonary toxicity
(D) Sarcoidosis

(E) Organizing pneumonia

[Answer]

©

[Clincal course]

The patient ever received CV medication with cordarone (200) 1# QD since Sep 2015. Kept on 200mg 1#
QD till Feb 2018 ( total 200mg/day for 3 years). On examination, physical examination revealed: chest:
fine crackle breathing sound over bil. lower chest. Irregular irregular heart beat and grade IV systolic
murmur over LSB was heard. Mild pitting edema over Bil. lower legs were seen. CXR: Bil. diffuse
alveolar pattern and interstitial pattern.

Chest CT (20180301) revealed bil. lung air-space consolidation, interstitial pattern change, bil. pulmonary
nodular lesions. Echocardiograpy revealed left ventricle dysfunction, LVEF 33%. Her blood gases exam
was normal. Amiodarone was withdrawal. Oral form steroid (30mg/day) was given. And an alternate
anti-arrhythemia agent was added. The patient’s symptoms got improved. However, pulmonary fibrosis
relapse after withdrawn oral steroid therapy due to worsen leg edema after oral steroid treatment for 3
months------ . After resumed oral steroid therapy treatment for over 6 months, her pulmonary lesions got
back to normal in following CXR (20181011) and chest CT (2021/06/18).

Figure 1. The chest CT (20180301) revealed bil. lung alveolar, interstitial pattern change, and bil.

pulmonary nodular lesions.
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Fig 2A

Fig 2B

Figure 2. (A)CXR (20181011) and (B)chest CT (2021/06/18) demonstrate lung fibrosis lesions got back

to normal after steroid treatment.
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[Answer]

©)

Amiodarone is an antiarrhythemic agent commonly used to treat supraventricular and ventricular
arrhythemia. The drug is an iodine containing compound and accumulate in several organs including the
lung. Amiodarone pulmonary toxicity has been the most serious and related with higher dose treatment.
However, it can occur with any dose. With early detection, most patient respond well after withdrawal

amiodarone and given corticosteroid which usually used for four to 12 months.

2. MR R Rl difficult-totreat asthma 5 BLAY R T 71{n[ & Ky I 2
(A) poor adherence to inhaled glucocorticoids
(B) incorrect inhaler technique
(C) coexisting conditions
(D) exposure to allergens and irritants

(E) All of above
&% (B)

3. Al g2 severe asthma (i ] Biologic Therapieser ?
(A) FeNo
(B) Blood eosinophils
(C) IgE
(D) All of above
%% (D)

4. BN A TRAERT 55 (SARS-CoV-2) fE# ff 58 B EE S MR IR AT R B - AT SORE BRI
& MIEERIE?
(A) HEFRHTE A RIE 9.3% FEEE 65% 155
(B) MESCREFERESR - K BB ER FRERAIIER
(C) REBEEHCREFREM 2 B4
(D) frTREIMRA @R EEIN  BEFREIFRALERNEEMREERE 60%
& (B)
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5. B ATRALH RN 3 (SARS-CoV-2) BENFEEAT R - EEITURESRIRE - THIMERE?
(A) ¥t COVID-19 BHHITLREF R ENVERIIBIE 2 RS E L E
(B) EEE A B HEABEENE A FHR iR A - SARS-CoV-2 HEFH RS

(C) 1ESIRER BB AT EGE T B MER B+ B RIS SARS-CoV-2
LRI B S0%

(D) EFR IR ERAS - IMESREF B T2 B R e S R E Sk & 2 nI T
EE (D)

6. FECRIHTENIE A o > BRHRIPR o B RE E T IR A R R S AR g o 2
(A) intermittent hypoxemia
(B) sleep fragmentation
(©) LLEEZ
(D) BLEEIE
EZE(©)

7. AF " REERRITIR  1F i R AR M SR B 38 A2 2R RSB TRV RAIR I © 2SRRI & 0 7
SRR o T BIIR— BRI, (i B A B AR B i 5 A Y LR S B SRR R IR A=Y
R 2
(A) AHI
(B) ODI
(C) T90
(D) Arousal index
EE(A)
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