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KRERZEHI . A 69-year-old female patient, previously in good health and a non-

smoker, developed an intermittent high-grade fever, productive cough,
and progressive dyspnea over a period of 3 days.
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Heterogeneity of Benefit from Earlier Time-to-Antibiotics for Sepsis
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Stereotactic Radiation Therapy in Early Non-Small Cell Lung Cancer
and Interstitial Lung Disease: A Nonrandomized Clinical Trial
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Can We Use Lung Function Thresholds and Respiratory Symptoms to
|dentify Pre-Chronic Obstructive Pulmonary Disease? A Prospective,
Population-based Cohort Study
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Heterogeneity of Benefit from Earlier Time-to-

Antibiotics for Sepsis

Rachel K. Hechtman , Patricia Kipnis , Jennifer Cano , Sarah Seelye , Vincent X. Liu, and Hallie C.

Prescott.
American Journal of Respiratory and Critical Care Medicine Volume 209,Number 7,April 1 2024
Rationale:

Shorter time-to-antibiotics improves survival from sepsis, particularly among patients
in shock. There may be other subgroups for whom faster antibiotics are particularly

beneficial.
Objectives:

Identify patient characteristics associated with greater benefit from shorter time-to-

antibiotics.
Methods:

Observational cohort study of patients hospitalized with community-onset sepsis at 173
hospitals and treated with antimicrobials within 12 hours. We used three approaches to
evaluate heterogeneity of benefit from shorter time-to-antibiotics: /) conditional
average treatment effects of shorter (<3 h) versus longer (>3—12 h) time-to-antibiotics
on 30-day mortality using multivariable Poisson regression; 2) causal forest to identify
characteristics associated with greatest benefit from shorter time-to-antibiotics; and 3)

logistic regression with time-to-antibiotics modeled as a spline.
Measurements and Main Results:

Among 273,255 patients with community-onset sepsis, 131,094 (48.0%) received
antibiotics within 3 hours. In Poisson models, shorter time-to-antibiotics was associated
with greater absolute mortality reduction among patients with metastatic cancer (5.0%
[95% confidence interval; CI: 4.3-5.7] vs. 0.4% [95% CI: 0.2-0.6] for patients without
cancer, P < 0.001); patients with shock (7.0% [95% CI: 5.8-8.2%] vs. 2.8% [95% CI:
2.7-3.5%] for patients without shock, P = 0.005); and patients with more acute organ
dysfunctions (4.8% [95% CI: 3.9-5.6%] for three or more dysfunctions vs. 0.5% [95%



CI: 0.3-0.8] for one dysfunction, P<0.001). In causal forest, metastatic cancer and
shock were associated with greatest benefit from shorter time-to-antibiotics. Spline
analysis confirmed differential nonlinear associations of time-to-antibiotics with

mortality in patients with metastatic cancer and shock.
Conclusions:

In patients with community-onset sepsis, the mortality benefit of shorter time-to-
antibiotics varied by patient characteristics. These findings suggest that shorter time-

to-antibiotics for sepsis is particularly important among patients with cancer and/or

shock.
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Stereotactic Radiation Therapy in Early Non-Small
Cell Lung Cancer and Interstitial Lung Disease: A

Nonrandomized Clinical Trial

JAMA Oncol. 2024 Mar 7:e237269. doi: 10.1001/jamaoncol.2023.7269.
David A Palma , Houda Bahig , Andrew Hope, et al.

Abstract

Importance:

Patients with interstitial lung disease (ILD) and early-stage non-small cell lung cancer
(NSCLC) have been reported to be at high risk of toxic effects after stereotactic ablative
radiotherapy (SABR), but for many patients, there are limited alternative treatment options.
Objective:

To prospectively assess the benefits and toxic effects of SABR in this patient population.
Design, setting, and participants:

This prospective cohort study was conducted at 6 academic radiation oncology institutions,
5 in Canada and 1 in Scotland, with accrual between March 7, 2019, and January 12, 2022.
Patients aged 18 years or older with fibrotic ILD and a diagnosis of T1-2NO NSCLC who
were not candidates for surgical resection were enrolled.

Intervention:

Patients were treated with SABR to a dose of 50 Gy in 5 fractions every other day.

Main outcomes and measures:

The study prespecified that SABR would be considered worthwhile if median overall
survival-the primary end point-was longer than 1 year, with a grade 3 to 4 risk of toxic effects
less than 35% and a grade 5 risk of toxic effects less than 15%. Secondary end points
included toxic effects, progression-free survival (PFS), local control (LC), quality-of-life
outcomes, and changes in pulmonary function. Intention-to-treat analysis was conducted.
Results:

Thirty-nine patients enrolled and received SABR. Median age was 78 (IQR, 67-83) years
and 59% (n = 23) were male. At baseline, 70% (26 of 37) of patients reported dyspnea,
median forced expiratory volume in first second of expiration was 80% (IQR, 66%-90%)
predicted, median forced vital capacity was 84% (IQR, 69%-94%) predicted, and median
diffusion capacity of the lung for carbon monoxide was 49% (IQR, 38%-61%) predicted.
Median follow-up was 19 (IQR, 14-25) months. Overall survival at 1 year was 79% (95%,
CI 62%-89%; P <.001 vs the unacceptable rate), and median overall survival was 25 months
(95% CI, 14 months to not reached). Median PFS was 19 months (95% CI, 13-28 months),


https://pubmed.ncbi.nlm.nih.gov/?term=Palma+DA&cauthor_id=38451491
https://pubmed.ncbi.nlm.nih.gov/?term=Bahig+H&cauthor_id=38451491
https://pubmed.ncbi.nlm.nih.gov/?term=Hope+A&cauthor_id=38451491

and 2-year LC was 92% (95% CI, 69%-98%). Adverse event rates (highest grade per patient)
were grade 1 to 2: n =12 (31%), grade 3: n =4 (10%), grade 4: n = 0, and grade 5: n =3
(7.7%, all due to respiratory deterioration).

Conclusions and relevance:

In this trial, use of SABR in patients with fibrotic ILD met the prespecified acceptability
thresholds for both toxicity and efficacy, supporting the use of SABR for curative-intent

treatment after a careful discussion of risks and benefits.
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Can We Use Lung Function Thresholds and
Respiratory Symptoms to Identify Pre-Chronic
Obstructive Pulmonary Disease? A Prospective,

Population-based Cohort Study

Am J Respir Crit Care Med. 2024 Jun 15;209(12):1431-1440. doi: 10.1164/rccm.202212-23300C

Tan DJ, Lodge CJ, Walters EH, Bui DS, Pham J, Lowe AJ, Bowatte G, Vicendese D, Erbas B, Johns
DP, James AL, Frith P, Hamilton GS, Thomas PS, Wood-Baker R, Han MK, Washko GR, Abramson

MJ, Perret JL, Dharmage SC.
Abstract
Rationale:

The term “pre—chronic obstructive pulmonary disease” (“pre-COPD”) refers to
individuals at high risk of developing COPD who do not meet conventional spirometric
criteria for airflow obstruction. New approaches to identifying these individuals are

needed, particularly in younger populations.
Objectives:

To determine whether lung function thresholds and respiratory symptoms can be used

to identify individuals at risk of developing COPD.
Methods:

The Tasmanian Longitudinal Health Study comprises a population-based cohort first
studied in 1968 (at age 7 yr). Respiratory symptoms, pre- and post-bronchodilator (BD)
spirometry, diffusing capacity, and static lung volumes were measured in a subgroup at
age 45, and the incidence of COPD was assessed at age 53. For each lung function
measure, z-scores were calculated using Global Lung Function Initiative references.
The optimal threshold for best discrimination of COPD incidence was determined by

the unweighted Youden index.

Measurements and Main Results:



Among 801 participants who did not have COPD at age 45, the optimal threshold for
COPD incidence by age 53 was pre-BD FEV/{/FVC z-score less than —1.264,
corresponding to the lowest 10" percentile. Those below this threshold had a 36-fold
increased risk of developing COPD over an 8-year follow-up period (risk ratio, 35.8;
95% confidence interval, 8.88 to 144), corresponding to a risk difference of 16.4%
(95% confidence interval, 3.7 to 67.4). The sensitivity was 88%, and the specificity was
87%. Positive and negative likelihood ratios were 6.79 and 0.14, respectively.
Respiratory symptoms, post-BD spirometry, diffusing capacity, and static lung volumes

did not improve on the classification achieved by pre-BD FEV/FVC alone.
Conclusions:

This is the first study, to our knowledge, to evaluate the discriminatory accuracy of
spirometry, diffusing capacity, and static lung volume thresholds for COPD incidence
in middle-aged adults. Our findings support the inclusion of pre-BD spirometry in the
physiological definition of pre-COPD and indicate that pre-BD FEV/FVC at the 10th
percentile accurately identifies individuals at high risk of developing COPD in

community-based settings.
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A 69-year-old female patient, previously in good health and a non-smoker, developed
an intermittent high-grade fever, productive cough, and progressive dyspnea over a
period of 3 days. She was brought to the ER for assistance and required endotracheal
intubation with mechanical ventilation due to acute respiratory failure. Laboratory tests
revealed a positive COVID-19 result, leukopenia (WBC=2460/pL), and an elevated CRP
level (35.3 mg/dL).

1. What is the possible causative agent?

(A) MRSA (Methicillin-resistant Staphylococcus aureus)

(B) Klebsiella pneumoniae

(C) Pseudomonas aeruginosa

(D) Streptococcus pneumoniae

(E) All of the above

EIED
2. EREED  M—AEHBREURBER ITNEZIRZHS ?




(A) BERKRENEE -

(B) BRAERMEENRE

Q) F&/R 60 EHERE -

(D) MiEEHRIFEE -

3. ®FRBRD - M—ERRT KRB RNEEAZERTFNEZNECRUEERENEE?
(A) BEZREANKE -

(B) BREERABEBMREIE

O FEEKFEWHAS -

4. EMFREIRS - LUNMEZE 8 FEKHHRE - ERE&E FEV1/FVC z-score BIERVE RS 5%
f& COPD Ry K& = PREL ?

(A) 1018

(B) 201&

(C) 30f=

(D) 3613

5. A RAERZFHFRMEMINBEAE T EMA "B EEMMBATE" WEEER?
(A) ZRERKRE®AY FEV1/FVC EEXR

(B) MhiEBLBE

(O) =mETWKRBIAIAY FEV1/FVC EEXR

(D) FREfR=
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