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A black-pigmented airway mass following choking in
an elderly carpenter

A P

IRt - SACRRIREES: FIERD FRiRDIEEam

51

ESUN

A 93-year-old retired male carpenter with a medical history of hypertension, type 2 diabetes mellitus,
and coronary artery disease presented to our ER with shortness of breath following a choking episode
while taking oral medication. Imaging studies revealed suspected right lower lobe (RLL) pneumonia with
possible foreign body aspiration in the right bronchial tree. Bronchoscopy revealed a black-pigmented,

irregular-surfaced soft tissue mass located on the medial side of the proximal right intermediate bronchus
(RIMB)..
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Mepolizumab to Prevent Exacerbations of COPD with
an Eosinophilic Phenotype

N Engl J Med. 2025 May 1;392(17):1710-1720.
F.C. Sciurba, G.J. Criner, S.A. Christenson, F.J. Martinez, A. Papi, et al.

Abstract

Background:

Mepolizumab is a humanized monoclonal antibody that targets interleukin-5, a cytokine that plays
a central role in eosinophilic inflammation, which is present in 20 to 40% of patients with chronic
obstructive pulmonary disease (COPD).

Methods:

In a phase 3, double-blind, randomized, placebo-controlled trial, patients with COPD, a history of
exacerbations, and a blood eosinophil count of at least 300 cells per microliter who were receiving triple
inhaled therapy were assigned, in a 1:1 ratio, to receive mepolizumab (at a dose of 100 mg) or placebo
subcutaneously every 4 weeks for 52 to 104 weeks. The primary end point was the annualized rate of
moderate or severe exacerbations. Secondary end points, tested hierarchically to control for multiplicity,
were moderate or severe exacerbation as assessed in a time-to-first-event analysis, measures of health-
related quality of life and symptoms, and the annualized rate of exacerbations leading to an emergency
department visit, hospitalization, or both.

Results:

Of the 804 patients who underwent randomization, 403 were assigned to receive mepolizumab and 401
to receive placebo. The annualized rate of moderate or severe exacerbations was significantly lower with
mepolizumab than with placebo (0.80 vs. 1.01 events per year; rate ratio, 0.79; 95% confidence interval
[CI], 0.66 to 0.94; P = 0.01). The time to the first moderate or severe exacerbation was longer with
mepolizumab than with placebo (Kaplan—-Meier median time to the first moderate or severe exacerbation,
419 vs. 321 days; hazard ratio, 0.77; 95% CI, 0.64 to 0.93; P = 0.009). Between-group differences in
measures of health-related quality of life and symptoms were not significant; thus, no statistical inferences
regarding subsequent secondary end points in the statistical testing hierarchy were made. The incidence of
adverse events was similar in the mepolizumab and placebo groups.

Conclusions:

Treatment with mepolizumab led to a lower annualized rate of moderate or severe exacerbations when
added to background triple inhaled therapy among patients with COPD and an eosinophilic phenotype.
(Funded by GSK; MATINEE ClinicalTrials.gov number, NCT04133909.)
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Tarlatamab in Small-Cell Lung Cancer after Platinum-
Based Chemotherapy

N Engl J Med. 2025 Jun 2. doi: 10.1056/NEJM0a2502099.
Mountzios G, Sun L, Cho BC, Demirci U, Baka S, Glimiis M, et al.

Abstract

Background:

Tarlatamab, a bispecific delta-like ligand 3—directed T-cell engager immunotherapy, received accelerated
approval for the treatment of patients with previously treated small-cell lung cancer. Whether tarlatamab
is more effective than chemotherapy in the treatment of patients whose small-cell lung cancer has

progressed during or after initial platinum-based chemotherapy is not known.

Methods:

We conducted a multinational, phase 3, open-label trial to compare tarlatamab with chemotherapy as
second-line treatment in patients with small-cell lung cancer whose disease had progressed during or after
platinum-based chemotherapy. Patients were randomly assigned to receive tarlatamab or chemotherapy
(topotecan, lurbinectedin, or amrubicin). The primary end point was overall survival. Key secondary end
points were investigator-assessed progression-free survival and patient-reported outcomes. Results of the

prespecified interim analysis (data-cutoff date, January 29, 2025) are reported.

Results:

A total of 509 patients were randomly assigned to receive tarlatamab (254 patients) or chemotherapy (255
patients). Treatment with tarlatamab resulted in significantly longer overall survival than chemotherapy
(median, 13.6 months [95% confidence interval {CI}, 11.1 to not reached] vs. 8.3 months [95% CI, 7.0 to
10.2]; stratified hazard ratio for death, 0.60; 95% CI, 0.47 to 0.77; P<0.001). Tarlatamab treatment also
had a significant benefit with respect to progression-free survival and cancer-related dyspnea and cough
as compared with chemotherapy. The incidence of adverse events of grade 3 or higher was lower with
tarlatamab than with chemotherapy (54% vs. 80%), as was the incidence of adverse events resulting in

treatment discontinuation (5% vs. 12%).
Conclusions:
Treatment with tarlatamab led to longer overall survival than chemotherapy among patients with small-

cell lung cancer whose disease had progressed during or after platinum-based chemotherapy. (Funded by
Amgen; DeLLphi-304 ClinicalTrials.gov number, NCT05740566.)
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Phase 3 Trial of the DPP-1 Inhibitor Brensocatib in
Bronchiectasis

N Engl J Med. 2025 Apr 24;392(16):1569-1581.
Chalmers JD, Burgel PR, Daley CL, et al.

Abstract

Background:
In bronchiectasis, neutrophilic inflammation is associated with an increased risk of exacerbations and
disease progression. Brensocatib, an oral, reversible inhibitor of dipeptidyl peptidase 1 (DPP-1), targets

neutrophil serine proteases, key mediators of neutrophilic inflammation.

Methods:

In a phase 3, double-blind trial, we randomly assigned patients with bronchiectasis (in a 1:1:1 ratio
for adults and a 2:2:1 ratio for adolescents) to receive brensocatib (10 mg or 25 mg once per day) or
placebo. The primary end point was the annualized rate of adjudicated pulmonary exacerbations over
a 52-week period. The secondary end points, listed in hierarchical testing order, were the time to the
first exacerbation during the 52-week period; the percentage of patients remaining exacerbation-free
at week 52; the change in forced expiratory volume in 1 second (FEV1); the annualized rate of severe

exacerbations; and change in quality of life.

Results:

A total of 1721 patients (1680 adults and 41 adolescents) underwent randomization and received
brensocatib or placebo. The annualized rate of pulmonary exacerbations was 1.02 in the 10-mg
brensocatib group, 1.04 in the 25-mg brensocatib group, and 1.29 in the placebo group (rate ratio,
brensocatib vs. placebo, 0.79 [95% confidence interval {CI}, 0.68 to 0.92; adjusted P = 0.004] with the
10-mg dose and 0.81 [95% CI, 0.69 to 0.94; adjusted P = 0.005] with the 25-mg dose). The hazard ratio
for the time to the first exacerbation was 0.81 (95% CI, 0.70 to 0.95; adjusted P = 0.02) with the 10-mg
dose and 0.83 (95% CI, 0.70 to 0.97; adjusted P = 0.04) with the 25-mg dose. In each brensocatib group,
48.5% of patients remained exacerbation-free at week 52, as compared with 40.3% in the placebo group
(rate ratio, 1.20 [95% CI, 1.06 to 1.37; adjusted P = 0.02] with the 10-mg dose and 1.18 [95% CI, 1.04
to 1.34; adjusted P = 0.04] with the 25-mg dose). At week 52, FEV1 had declined by 50 ml with the 10-
mg dose, 24 ml with the 25-mg dose, and 62 ml with placebo (least-squares mean difference vs. placebo,
11 ml [95% CI, -14 to 37; adjusted P = 0.38] with the 10-mg dose and 38 ml [95% CI, 11 to 65; adjusted
P = 0.04] with the 25-mg dose). The incidence of adverse events was similar across groups, except for a

higher incidence of hyperkeratosis with brensocatib.
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Conclusions:
Among patients with bronchiectasis, once-daily treatment with brensocatib (10 mg or 25 mg) led to a
lower annualized rate of pulmonary exacerbations than placebo, and the decline in FEV1 was less with

the 25-mg dose of brensocatib than with placebo.
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A 93-year-old retired male carpenter with a medical history of hypertension, type 2 diabetes mellitus,
and coronary artery disease presented to our ER with shortness of breath following a choking episode
while taking oral medication. Imaging studies revealed suspected right lower lobe (RLL) pneumonia with
possible foreign body aspiration in the right bronchial tree. Bronchoscopy revealed a black-pigmented,
irregular-surfaced soft tissue mass located on the medial side of the proximal right intermediate bronchus
(RIMB).

1. 28 o fel 2
(A) Pulmonary Melanoma
(B) Primary lung cancer
(C) Foreign body aspiration
(D) Mycobacterial infections
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[Case]

A 71-year-old male with a history of recurrent bladder cancer, status post TURBT and nine intravesical
BCG instillations, presented three days after his last BCG treatment with generalized weakness and
nausea without vomiting. He initially denied having a fever. Laboratory evaluation revealed CRP 5.48

mg/dL and sodium 119 meq/L. Two days after admission, he developed rapidly progressive dyspnea with

increasing oxygen requirements.
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[Question]

1. HyZ T Refol 2
(A) Community-acquired pneumonia
(B) Pulmonary edema
(C) BCG induced pneumonitis
(D) Idiopathic pulmonary fibrosis

[Answer]

©
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The patient was treated with methylprednisolone 40 mg per day and empiric antibiotics with Tazocin.
His respiratory distress improved gradually. Bronchoalveolar lavage was performed, and one of the three
tuberculosis cultures grew Mycobacterium tuberculosis Complex. Further genetic testing confirmed

infection with Mycobacterium bovis.
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