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Figure 1. Initial plain film in chest OPD.
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[Case]

A 47-year-old male laborer with a history of hypertension presented with chronic cough for three years.
He had a long-standing cough with whitish sputum production, but denied fever, chills, weight loss, night
sweats, and other symptoms. Progressive dyspnea on exertion has been noted for 2 months. B2ibasilar
fine late inspiratory rales involving in both lower lung fields were heard. The symptoms and images did
not improved even after antibiotic was prescribed. Fiberoptic bronchoscopy failed to reveal any
endobronchial lesion but yielded biopsies disclosing alveoli filled with periodic acid of Schiff (PAS)-

positive lipo-proteinaceous material while negative broncho-alveolar lavage culture.
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&8 : The new england journal of medicine, May 21, 2023
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Dupilumab for COPD with Type 2 Inflammation
Indicated by Eosinophil Counts

N Engl J Med. 2023 Jul 20;389(3):205-214. doi: 10.1056/NEJM0a2303951. Epub 2023 May 21.
Bhatt SP, Rabe KF, Hanania NA, et al.

Abstract

Background: In some patients with chronic obstructive pulmonary disease (COPD), type 2 inflammation
may increase exacerbation risk and may be indicated by elevated blood eosinophil counts. Dupilumab, a
fully human monoclonal antibody, blocks the shared receptor component for interleukin-4 and
interleukin-13, key drivers of type 2 inflammation.

Methods: In a phase 3, double-blind, randomized trial, we assigned patients with COPD who had a blood
eosinophil count of at least 300 per microliter and an elevated exacerbation risk despite the use of standard
triple therapy to receive dupilumab (300 mg) or placebo subcutaneously once every 2 weeks. The primary
end point was the annualized rate of moderate or severe exacerbations of COPD. Key secondary and other
end points that were corrected for multiplicity were the change in the prebronchodilator forced expiratory
volume in 1 second (FEV1) and in the scores on the St. George's Respiratory Questionnaire (SGRQ;
range, 0 to 100, with lower scores indicating a better quality of life) and the Evaluating Respiratory
Symptoms in COPD (E-RS-COPD; range, 0 to 40, with lower scores indicating less severe symptoms).
Results: A total of 939 patients underwent randomization: 468 to the dupilumab group and 471 to the
placebo group. The annualized rate of moderate or severe exacerbations was 0.78 (95% confidence
interval [CI], 0.64 to 0.93) with dupilumab and 1.10 (95% CI, 0.93 to 1.30) with placebo (rate ratio, 0.70;
95% CI, 0.58 to 0.86; P<0.001). The prebronchodilator FEV1 increased from baseline to week 12 by a
least-squares (LS) mean of 160 ml (95% CI, 126 to 195) with dupilumab and 77 ml (95% CI, 42 to 112)
with placebo (LS mean difference, 83 ml; 95% CI, 42 to 125; P<0.001), a difference that was sustained
through week 52. At week 52, the SGRQ score had improved by an LS mean of -9.7 (95% CI, -11.3 to
-8.1) with dupilumab and -6.4 (95% CI, -8.0 to -4.8) with placebo (LS mean difference, -3.4; 95% CI, -5.5
to -1.3; P =0.002). The E-RS-COPD score at week 52 had improved by an LS mean of -2.7 (95% CI, -3.2
to -2.2) with dupilumab and -1.6 (95% CI, -2.1 to -1.1) with placebo (LS mean difference, -1.1; 95% CI,
-1.8 to -0.4; P = 0.001). The numbers of patients with adverse events that led to discontinuation of
dupilumab or placebo, serious adverse events, and adverse events that led to death were balanced in the
two groups.

Conclusions: Among patients with COPD who had type 2 inflammation as indicated by elevated blood
eosinophil counts, those who received dupilumab had fewer exacerbations, better lung function and quality

of life, and less severe respiratory symptoms than those who received placebo.
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Transbronchial needle aspiration combined with
cryobiopsy in the diagnosis of mediastinal diseases: a
multicentre, open-label, randomised trial

Lancet Respir Med. 2023;11(3):256-264. doi:10.1016/S2213-2600(22)00392-7
Fan Y, Zhang AM, Wu XL, et al.

Abstract

Background:

Transbronchial mediastinal cryobiopsy is a novel sampling technique for mediastinal disease. Despite the
possibility of lung cancer misdiagnosis, the improved diagnostic yield of this approach for non-lung-
cancer lesions compared with standard endobronchial ultrasound-guided transbronchial needle aspiration
(EBUS-TBNA) highlights its diagnostic potential as a complementary technique to conventional biopsy.
We aimed to evaluate the safety profile and added value of the combined use of transbronchial

mediastinal cryobiopsy and standard EBUS-TBNA for the diagnosis of mediastinal diseases.
Methods:

We conducted an open-label, randomised trial at three hospital sites in Europe and Asia. Eligible patients
were aged 15 years or older, with at least one mediastinal lesion of 1 cm or longer in the short axis that
required diagnostic bronchoscopy. Participants were randomly assigned (1:1) using a block randomisation
scheme generated by a computer (block size of four participants based on a random table from an
independent statistician) to the combined use of EBUS-TBNA and transbronchial mediastinal cryobiopsy
(combined group) or EBUS-TBNA alone (control group). Because of the nature of the intervention,
neither participants nor investigators were masked to group assignment. The coprimary outcomes were
differences in procedure-related complications and diagnostic yield (defined as the proportion of
participants for whom mediastinal biopsy led to a definitive diagnosis), assessed in the full analysis set,
including all the patients who met the eligibility criteria and had a biopsy. A fully paired, intraindividual
diagnostic analysis in participants who had both needle aspiration and mediastinal cryobiopsy was
conducted, in addition to interindividual comparisons. This trial is now complete and is registered with
ClinicalTrials.gov, NCT04572984.

Findings:

Between Oct 12, 2020, and Sept 9, 2021, 297 consecutive patients were assessed for eligibility and 271
were enrolled and randomly assigned to the combined group (n=136) or the control group (n=135). The
addition of cryobiopsy to standard sampling significantly increased the overall diagnostic yield for
mediastinal lesions, as shown by both interindividual (126 [93%] of 136 participants in the combined
group vs 109 [81%] of 135 in the control group; risk ratio [RR] 1-15 [95% CI 1-04-1-26]; p=0-0039) and
intraindividual (126 [94%] of 134 vs 110 [82%] of 134; RR 115 [95% CI 1:05-1-25]; p=0-0026)
analyses. In subgroup analyses in the intraindividual population, diagnostic yields were similar for
mediastinal metastasis (68 [99%] of 69 participants in the combined group vs 68 [99%] of 69 in the
control group; RR 1-:00 [95% CI 0-96-1-04]; p=1-00), whereas the combined approach was more

31




sensitive than standard needle aspiration in benign disorders (45 [94%] of 48 vs 32 [67%] of 48; RR 1-41
[95% CI 1-14-1-74]; p=0-0009). The combined approach also resulted in an improved suitability of tissue
samples for molecular and immunological analyses of non-small-cell lung cancer. The incidence of
adverse events related to the biopsy procedure did not differ between trial groups, as grade 3-4 airway
bleeding occurred in three (2%) patients in the combined group and two (1%) in the control group (RR
0-67 [95% CI 0-11-3-96]; p=1-00). There were no severe complications causing death or disability.

Interpretation: The addition of mediastinal cryobiopsy to standard EBUS-TBNA resulted in a
significant improvement in diagnostic yield for mediastinal lesions, with a good safety profile. These data

suggest that this combined approach is a valid first-line diagnostic tool for mediastinal diseases.
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Hydrocortisone in Severe Community-Acquired
Pneumonia

N Engl ] Med. 2023 May 25;388(21):1931-1941. doi: 10.1056/NEJMoa2215145. Epub 2023 Mar 21.
Dequin PF, Meziani F, Quenot JP, et al.

Abstract

Background:

Whether the antiinflammatory and immunomodulatory effects of glucocorticoids may decrease mortality
among patients with severe community-acquired pneumonia is unclear.

Methods:

In this phase 3, multicenter, double-blind, randomized, controlled trial, we assigned adults who had been
admitted to the intensive care unit (ICU) for severe community-acquired pneumonia to receive intravenous
hydrocortisone (200 mg daily for either 4 or 7 days as determined by clinical improvement, followed by
tapering for a total of 8 or 14 days) or to receive placebo. All the patients received standard therapy,
including antibiotics and supportive care. The primary outcome was death at 28 days.

Results:

A total of 800 patients had undergone randomization when the trial was stopped after the second planned
interim analysis. Data from 795 patients were analyzed. By day 28, death had occurred in 25 of 400
patients (6.2%; 95% confidence interval [CI], 3.9 to 8.6) in the hydrocortisone group and in 47 of 395
patients (11.9%; 95% CI, 8.7 to 15.1) in the placebo group (absolute difference, -5.6 percentage points;
95% Cl, -9.6 to -1.7; P = 0.006). Among the patients who were not undergoing mechanical ventilation at
baseline, endotracheal intubation was performed in 40 of 222 (18.0%) in the hydrocortisone group and in
65 0f 220 (29.5%) in the placebo group (hazard ratio, 0.59; 95% CI, 0.40 to 0.86). Among the patients
who were not receiving vasopressors at baseline, such therapy was initiated by day 28 in 55 of 359
(15.3%) of the hydrocortisone group and in 86 of 344 (25.0%) in the placebo group (hazard ratio, 0.59;
95% Cl, 0.43 to 0.82). The frequencies of hospital-acquired infections and gastrointestinal bleeding were
similar in the two groups; patients in the hydrocortisone group received higher daily doses of insulin
during the first week of treatment.

Conclusions:

Among patients with severe community-acquired pneumonia being treated in the ICU, those who received

hydrocortisone had a lower risk of death by day 28 than those who received placebo.

35




BAEEHRE

o HIEREIGELEH 2024 5203 H 31 H

o EHAEESEUEE (S80I E (B 1104y E 275 S8 154y » S TS
Moy AB3 7 ERE 6 ARG 60 77

s BEEE BEESHEE  DERBEEEHE Y ERGENREEEEIERSEGEAFE -
(IEMERREF SR THAEH) -

MgREREERERMGI - (A 10 53 ) (5525 page27)

A 47-year-old male laborer with a history of hypertension presented with chronic cough for three years.
He had a long-standing cough with whitish sputum production, but denied fever, chills, weight loss, night
sweats, and other symptoms. Progressive dyspnea on exertion has been noted for 2 months. B2ibasilar
fine late inspiratory rales involving in both lower lung fields were heard. The symptoms and images did
not improved even after antibiotic was prescribed. Fiberoptic bronchoscopy failed to reveal any
endobronchial lesion but yielded biopsies disclosing alveoli filled with periodic acid of Schiff (PAS)-

positive lipo-proteinaceous material while negative broncho-alveolar lavage culture.

1. What was the tentative diagnosis ?
(A) Aspiration pneumonia
(B) Pneumocystis pneumonia
(C) Pulmonary edema

(D) Pulmonary alveolar proteinosis
EEE  (TE 15 )

2. NHIMelfE A YR a] i R R rE i M 2 Bk R = LR R 5528 38 FERYCOPD AR E - A SR T3¢
(R0 EES
(A) Mepolizumab
(B) Dupilumab
(C) Benralizumab
(D) Xolair

3. T D upilumaby T 57 280 36 2 18 4 FE B B 75 FE (RO T 5485 2
(A) TR BHHRTIA - $EFHFEVI
(B) WML B (A
(©) T LA B VPR O 7 A S
(D) FTBEE I ST
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(A) IV Hydrocortisone 100 mg/day FANIEENR 5 &% 22 1 & U At 52
(B) IV Hydrocortisone 200 mg/day ;X I8 7 5t g B2 14 e AYAT 52
(C) 1V Hydrocortisone 100 mg/day FAI1EESF 5 o Fre PN R At 35
(D) 1V Hydrocortisone 200 mg/day 7> &7 5 T F5e P B« A Bifi 35
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(D) f&fihydrocortisone; G FR&H AR E » e IEREF A B B L T 3% A Rt
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[Case]

A 49 year-old male presented with progressive exertional dyspnea for months. He is a farmer and has
been smoking 0.5 PPD for 30 years. There was no fever, nor productive cough, chest pain. His oxygen
saturation was 91% while he was breathing ambient air. The lab upon presentation was WBC 8000/uL, st
CRP 0.13 mg/dL, LDH 310 U/L.

[Question]

1. fHy2HET Ryl 2
(A) Community-acquired pneumonia
(B) Bronchiectasis
(C) Lung cancer
(D) Interstitial lung disease

(E) Pulmonary embolism
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Figure 1. CXR PA view showed decreased thoracic cage volum, bilateral lower lung field increased lung

markingw with “ pericbrochial cuffing” and “tram-track” bronchectatic change.

me&fﬁ- o
ST o (e
4 Ve -

|

B

Figure 2. Chest CT showed centrilobular nodules (tree-in-bud) over bilateral upper lungs, and

bornchovascular bundle thickinging and traction bronchictasis change at lower lung fields.
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Figure 3. Bronchoalveolar (BAL) fluid collected from RB3b, with mature lymphocyte >15%

[Answer]

(D) Interstitial lung disease, antisynthetase syndrome related

His Pulmonary function test performed after admission showed FVC 1.95L (55% pred), FEV1 1.81L
(63% pred), FEV1/FVC 93%, DLco 20% pred, VA 2.67L (53% pred). Myopathies panel revealed positive
anti-EJ, Ro52, but he had no symptoms of arthritis nor myositis. Salivary gland biopsy showed grade
1 lymphocytic infiltration. EMG showed no evidence of myopathy. Left thigh muscle biopsy showed
nonspecific findings. Chest CT was compatible with nonspecific interstitial pneumonia pattern. BAL

showed lymphocytosis. His symptoms gradually improved after steroid and mycophenolate mofetil.

e

L. A HTES ST 1 M EETTE + S R ?
(A) RHSEHHIA 7S IR PSRRI 2 A
(B) AHZe43 ABiHRERLF (GOLD stage 1) KBTI A
(©) IS T RS B R YA I MR R B
(D) S B E AR SE SRy 2 B
EE(©)
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2.

RIS 2023 FE Ui THY GOLD 455 » ¥ HAMRH 28 ARE A0 IR ESE R AaH K/ AfdH - T 71
& R 7

(A) G~

(B) R ATMELERSLHRA - ZHERE IR

(C) IRERKRIEMIES » 4T RIMIHRESIE IR 25 a5

(D) FEW AR S R E R E

=)
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(A) s \SCRE BHRIF T AN SR E B[R - ARy BT 7522518k E AT DAE T~
(B) TAE (2023 £ 2 H ) &S NSCREH LM - A =R ARELIERT B FDA f2 A
(C) ez A\ SORE SRR ESSRE SRS - TR TS iteeVENsL > S AR R SRt
(D) Has \SRE BRI AR SCRE - BRI E S - HFEE D

== 4(©)

- MEs ASCRE SR DRI DL M & A - DUZBERRAT RIS Roa R HAR |

(A) R RESENRGETHERE R
(B) &AM A (fluoroscopy)

(C) ZREWNHEE N (radial-probe EBUS)

(D) LLEEZE

%2 (D)
ATEAIR R SR RAR E R R AITTAER ?

(A) Amikacin
(B) Rifamycin
(C) Fosfomycin
(D) Ethambutol
(E) Macrolide

=4O
AT EEIGHR RIS AT R AV B ?

(A) JERHFRER

(B) W AHVEIBIEGEMA =

(C) BhlmA BB ARTES [FEER

(D) ZEHUAERFEHELZEWER KGR
(B) LLEEZ

EH(B)
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Anti-IgE Therapy With Severe Allergic Asthma
and Comorbidities

Speaker: KA REE A5 K Bi7
Moderator: & & 8 B HkfE #42

Anti-IgE therapy with
July 082023

CRSWNPs and comorbidities
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Value through
innovation

BB RREE | /

v LA

5/ ,

Family-owned since 1885, Boehringer Ingelheim is one of the pharmaceutical
industry’s top 20 companies worldwide. Some 50,000 employees create
value through innovation in the business areas human pharma and

animal health. In our role as partner of our patients we concentrate on
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researching and developing innovative drugs and health care therapies
that can improve and extend their lives.
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