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Figure 2. CT scan showing thickened interlobular septum mixed with ground glass opacities distributed
along the bronchovascular bundles.

Figure 3. 5% © 430 B85 8 ST (HX EH4H5 (Thorax 2015:70:511.),
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Transbronchial Cryobiopsy Followed by as-needed
Surgical Lung Biopsy Versus Immediate Surgical Lung
Biopsy for Diagnosing Interstitial Lung Disease (the
COLD study): a Randomised Controlled Trial

The Lancet Respiratory Medicine, Volume 12, Issue 7, 513- 522, July 2024.
Kalverda, Kirsten A , et al.

Summary

Background:

An adequate diagnosis for interstitial lung disease (ILD) is important for clinical decision making and
prognosis. In most patients with ILD, an accurate diagnosis can be made by clinical and radiological data
assessment, but in a considerable proportion of patients, a lung biopsy is required. Surgical lung biopsy
(SLB) is the most common method to obtain tissue, but it is associated with high morbidity and even
mortality. More recently, transbronchial cryobiopsy has been introduced, with fewer adverse events but
a lower diagnostic yield than SLB. The aim of this study is to compare two diagnostic strategies: a step-
up strategy (transbronchial cryobiopsy, followed by SLB if the cryobiopsy is insufficiently informative)
versus immediate SLB.

Methods:

The COLD study was a multicentre, randomised controlled trial in six hospitals across the Netherlands.
We included patients with ILD with an indication for lung biopsy as assessed by a multidisciplinary team
discussion. Patients were randomly assigned in a 1:1 ratio to the step-up or immediate SLB strategy, with
follow-up for 12 weeks from the initial procedure. Patients, clinicians, and pathologists were not masked
to the study treatment. The primary endpoint was unexpected chest tube drainage, defined as requiring any
chest tube after transbronchial cryobiopsy, or prolonged (>24 h) chest tube drainage after SLB. Secondary
endpoints were diagnostic yield, in-hospital stay, pain, and serious adverse events. A modified intention-
to-treat analysis was performed. This trial is registered with the Dutch Trial Register, NL7634, and is now
closed.

Findings:

Between April 8, 2019, and Oct 24, 2021, 122 patients with ILD were assessed for study participation;
and 55 patients were randomly assigned to the step-up strategy (n=28) or immediate SLB (n=27); three
patients from the immediate SLB group were excluded. Unexpected chest tube drainage occurred in three
of 28 patients (11%; 95% CI 4-27%) in the step-up group, and the number of patients for whom the chest
tube could not be removed within 24 h was 11 of 24 patients (46%; 95% CI 2-65%) in the SLB group,
with an absolute risk reduction of 35% (11-56%; P=0-0058). In the step-up strategy, the multidisciplinary
team diagnostic yield after transbronchial cryobiopsy alone was 82% (64-92%), which increased to 89%

(73-96%) when subsequent SLB was performed after inconclusive transbronchial cryobiopsy. In the
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immediate surgery strategy, the multidisciplinary team diagnostic yield was 88% (69-97%). Total in-
hospital stay was 1 day (IQR 1-1) in the step-up group versus 5 days (IQR 4-6) in the SLB group. One
(4%) serious adverse event occurred in step-up strategy versus 12 (50%) in the immediate SLB strategy.
Interpretation:

In ILD diagnosis, if lung tissue assessment is required, a diagnostic strategy starting with transbronchial
cryobiopsy, followed by SLB when transbronchial cryobiopsy is inconclusive, appears to result in
a significant reduction of patient burden and in-hospital stay with a similar diagnostic yield versus
immediate SLB.
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Stress Ulcer Prophylaxis during Invasive Mechanical
Ventilation

N Engl J Med 2024;391:9-20 DOTI: 10.1056/NEJMo0a2404245 VOL. 391 NO. 1.
Deborah Cook, M.D., Adam Deane, M.D., Ph.D., Francois Lauzier, M.D., et al.

Abstract
Background:

IWhether proton-pump inhibitors are beneficial or harmful for stress ulcer prophylaxis in critically ill
patients undergoing invasive ventilation is unclear.

Methods:

In this international, randomized trial, we assigned critically ill adults who were undergoing invasive
ventilation to receive intravenous pantoprazole (at a dose of 40 mg daily) or matching placebo. The
primary efficacy outcome was clinically important upper gastrointestinal bleeding in the intensive care
unit (ICU) at 90 days, and the primary safety outcome was death from any cause at 90 days. Multiplicity-
adjusted secondary outcomes included ventilator-associated pneumonia, Clostridioides difficile infection,

and patient-important bleeding.
Results:

A total of 4821 patients underwent randomization in 68 ICUs. Clinically important upper gastrointestinal
bleeding occurred in 25 of 2385 patients (1.0%) receiving pantoprazole and in 84 of 2377 patients (3.5%)
receiving placebo (hazard ratio, 0.30; 95% confidence interval [CI], 0.19 to 0.47; P<0.001). At 90 days,
death was reported in 696 of 2390 patients (29.1%) in the pantoprazole group and in 734 of 2379 patients
(30.9%) in the placebo group (hazard ratio, 0.94; 95% CI, 0.85 to 1.04; P=0.25). Patient-important

bleeding was reduced with pantoprazole; all other secondary outcomes were similar in the two groups.

Conclusions:

Among patients undergoing invasive ventilation, pantoprazole resulted in a significantly lower risk of
clinically important upper gastrointestinal bleeding than placebo, with no significant effect on mortality.
(Funded by the Canadian Institutes of Health Research and others; REVISE ClinicalTrials.gov number,
NCT03374800.).
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Association of GLP-1 Receptor Agonists with Chronic
Obstructive Pulmonary Disease Exacerbations among
Patients with Type 2 Diabetes

Am J Respir Crit Care Med. 2023 Nov; 208:1088-1100.
Foer D, Strasser ZH, Cui J, et al.

Abstract

Rationale:

Patients with chronic obstructive pulmonary disease (COPD) and type 2 diabetes (T2D) have worse
clinical outcomes compared with patients without metabolic dysregulation. GLP-1 (glucagon-like peptide
1) receptor agonists (GLP-1RAs) reduce asthma exacerbation risk and improve FVC in patients with
COPD.

Objectives:
To determine whether GLP-1RA use is associated with reduced COPD exacerbation rates, and severe and

moderate exacerbation risk, compared with other T2D therapies.

Methods:

A retrospective, observational, electronic health records—based study was conducted using an active
comparator, new-user design of 1,642 patients with COPD in a U.S. health system from 2012 to 2022.
The COPD cohort was identified using a previously validated machine learning algorithm that includes
a natural language processing tool. Exposures were defined as prescriptions for GLP-1RAs (reference
group), DPP-4 (dipeptidyl peptidase 4) inhibitors (DPP-4is), SGLT2 (sodium glucose cotransporter 2)

inhibitors, or sulfonylureas.

Measurements and Main Results:

Unadjusted COPD exacerbation counts were lower in GLP-1RA users. Adjusted exacerbation rates
were significantly higher in DPP-4i (incidence rate ratio, 1.48 [95% confidence interval, 1.08-2.04];
P=0.02) and sulfonylurea (incidence rate ratio, 2.09 [95% confidence interval, 1.62-2.69]; P,0.0001)
users compared with GLP-1RA users. GLP-1RA use was also associated with significantly reduced risk
of severe exacerbations compared with DPP-4i and sulfonylurea use, and of moderate exacerbations
compared with sulfonylurea use. After adjustment for clinical covariates, moderate exacerbation risk
was also lower in GLP-1RA users compared with DPP-4i users. No statistically significant difference in

exacerbation outcomes was seen between GLP-1RA and SGLT?2 inhibitor users.

Conclusions:
Prospective studies of COPD exacerbations in patients with comorbid T2D are warranted. Additional

research may elucidate the mechanisms underlying these observed associations with T2D medications.
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