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Chinese Translation SRS EIE Inhibitors vs Histamine-2 Receptor Blockers on In-
Hospital Mortality Among ICU Patients Receiving
Invasive Mechanical Ventilation
The PEPTIC Randomized Clinical Trial

The PEPTIC | tigators for the Australi d New Zealand Intensive Care ¢
e nvestigators for the Australian and New Zealand Intensive Care @JAMANetwork"‘

Critical Care Strategic Clinical Network, and the Irish Critical Care Trials Groug
QUESTION What is the comparative effect on in-hospital mortality of using proton pump inhibitors (PPIs) vs histamine-2

Article Information receptor blockers (H,RBs) for stress ulcer prophylaxis in ICU patients requiring invasive mechanical ventilation?

JAMA. 2020;323(7):616-626. doi:10.1001/jama.2019.22190 CONCLUSION This clinical trial did not find a statistically significant difference between PPIs and H,RBs for stress ulcer prophylaxis
in ICU patients receiving mechanical ventilation, but study interpretation may be limited by crossover in medication use.

POPULATION INTERVENTION FINDINGS
All-cause mortality within 90 days

IQI PPl strategy H,RB strategy
Q) Q) 26982 Patients randomized :

2459 of 13415 patients 2333 of 13 356 patients
17137 Men 9691 Women 26771 Patients analyzed

Adults receiving mechanical
ventilation within 24 hours 13415 13356

of ICU admission PPl strateay
FFPI1 Sstrategy

Mean age: 58 years

LOCATIONS PRIMARY OUTCOME Absolute risk difference,

50 All-cause mortality during index 0.93 percentage points
International ICUs hospitalization within 90 days (95% Cl, -0.01 to 1.88); P =.054
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Selective Decontamination
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Original Investigation | Caring for the Critically Ill Patient
October 10, 2023

Nasal lodophor Antiseptic vs Nasal Mupirocin
Antibiotic in the Setting of Chlorhexidine Bathing to
Prevent Infections in Adult ICUs

A Randomized Clinical Trial



https://jamanetwork.com/journals/jama/article-abstract/2810510

JAMA

QUESTION Does nasal iodophor antiseptic work as well as nasal mupirocin antibiotic for preventing Staphylococcus aureus clinical cultures
in intensive care unit (ICU) patients receiving daily chlorhexidine gluconate (CHG) bathing?

CONCLUSION This clinical trial found that nasal iodophor was inferior to nasal mupirocin in preventing S aureus clinical cultures in ICU patients.

POPULATION INTERVENTION FINDINGS

o ICU-attributable days
Iﬂl 137 Hospitals randomized ﬁé lodophor-CHG
/
;@-@;

Baseline: 4.3/1000
69 68 . .
T Intervention period: 5.0/1000
430764 Men lodophor-CHG Mupirocin-CHG /
370587 Women Mupirocin-CHG then switched  Twice-daily intranasal o
Adult ICU patients to twice-daily intranasal 2% mupirocin ointment Mupirocin-CHG
. patl 10% povidone-iodine swabs for 5 days + daily CHG bath - .4.0/1000
for 5 days + daily CHG bath Baseline: 4.0/
Mean age: 63.4 years PG/ y
Intervention period: 4. 1/1000
LOCATIONS PRIMARY OUTCOME Clustered HR, iodophor-CHG: 1.17
137 S aureus clinical cultures attributed to the ICU Clustered HR, mupirocin-CHG: 0.99
Communit (occurring from ICU day 3 through 2 days after _ o o
hospitals i|¥the US ICU discharge) from baseline to intervention period HR difference in differences, 18.47%

(95% Cl, 10.7% to 26.6%) & AMA

Huang SS, Septimus EJ, Kleinman K, et al. Nasal mupirocin vs iodophor in the setting of chlorhexidine bathing to prevent infections in adult ICUs: a randomized clinical trial.
JAMA. Published October 10, 2023. doi:10.1001/jama.2023.17219
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October 26, 2022

Effect of Selective Decontamination of the Diges-
tive Tract on Hospital Mortality in Critically IU Pa-
tients Receiving Mechanical Ventilation

A Randomized Clinical Trial

The SuDDICU Investigators for the Australian and New Zealand Intensive Care Society Clinical Trials Group

Article Information

JAMA. 2022;328(19):1911-1921. d0i:10.1001/jama.2022.17927

FREE

JAMA

QUESTION Among critically ill patients receiving mechanical ventilation, what is the effect of selective decontamination
of the digestive tract (SDD) on hospital mortality?

CONCLUSION Among critically ill patients receiving mechanical ventilation, SDD did not significantly reduce in-hospital mortality
vs standard care, although the confidence interval around the effect estimate includes a clinically important benefit.

POPULATION INTERVENTION FINDINGS

-

In-hospital deaths

. 5982 Patients randomized 753 of 2791 patients 928 of 3191 patients
3780 Men 2202 Women
Adults receiving 2791 3191
mechanical ventilation
in an intensive care unit 6-Hourly oral paste and
gastric suspension of colistin, Standard care
Mean age: 58 years tobramycin, and nystatin, without SDD

plus 4-day IV antibiotic course

SDD did not significantly reduce

LOCATIONS in-hospital mortality:
19 PRIMARY OUTCOME Mean difference, -1.7% (95% Cl, -4.8% t0 1.3%)
Intensive care 90-Day in-hospital mortality 0dds ratio, 0.91 (95% I, 0.82-1.02); P= .12

units in Australia
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Prevention of Early Ventilator-Associated Pneumonia
after Cardiac Arrest

Bruno Francois, M.D., Alain Cariou, M.D., Ph.D., Raphaél Clere-Jehl, M.D., Pierre-Francois
Dequin, M.D., Ph.D., et al., for the CRICS-TRIGGERSEP Network and the ANTHARTIC
Study Group™

November 7, 2019

N Engl ] Med 2019; 381:1831-1842
DOI: 10.1056/NEJMoal812379
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Table 2. Infectious Complications.*

Complication

Ventilator-associated pneumoniaf i
Early::
Late
Catheter-related bloodstream infection
Urinary tract infection

Other infections

Antibiotic Group
(N =99)

Control Group
(N =95)

number (percent)

23 (23) 37 (39)

19 (19) 32 (34)
4 (4) 5 (5)

1 (1) 1 (1)

4 (4) 3 (3)

0 2 (2)

Hazard Ratio
(95% CI)

0.55 (0.33-0.91)
0.53 (0.31-0.92)

P Value

0.03




The NEW ENGLAND JOURNAL of MEDICINE

Inhaled Amikacin to Prevent Ventilator-Associated Pneumonia
EhrmannSetal. DOI: 10.1056/NEJMo0a2310307

CLINICAL PROBLEM

: . - Ventilator-Associated
Ventilator-associated pneumonia is the most frequent 11 e Pneumonia (VAP)

presentation of hospital-acquired infection of the
lower respiratory tract. Microaspirations around the
tracheal-tube cuff and the formation of biofilm can
lead to progressive bacterial spread in the tracheo-
bronchial tree, ultimately leading to pneumonia.
Inhaled antibiotic therapy enables delivery of very
high antibiotic concentrations to the tracheobronchial
tree, lung parenchyma, and tracheal-tube biofilm.
Whether preventive inhaled antibiotics may reduce
the incidence of ventilator-associated pneumonia

is unclear.
Incidence of a First VAP Episode

Cl, 0.6-2.5); P=0.004
CLINICAL TRIAL
Inhaled placebo, 22% (95/430)

Design: A multicenter, double-blind, randomized,
placebo-controlled trial in France examined the
efficacy and safety of inhaled amikacin in critically
ill adults who had undergone invasive mechanical

" ventilation for >72 hours.
l \M I KI N I I I \ L I rl aI Intervention: 847 patients were randomly assigned to

receive inhaled amikacin at a dose of 20 mg per kilo-
gram of ideal body weight or placebo once daily for
3 days. The primary outcome was a first episode of
ventilator-associated pneumonia through day 28.

RESULTS

; . ' Trial-Related Serious Adverse Effects
Efficacy: At 28 days, ventilator-associated pneumonia

had developed in fewer patients in the amikacin
group than in the placebo group.

Safety: Trial-related serious adverse effects were seen
in 7 patients in the amikacin group and 4 patients in
the placebo group.

LIMITATIONS AND REMAINING QUESTIONS

» The trial was not powered to investigate other
patient-centered outcomes, such as death or length
of stay in the ICU and hospital.

The trial was also not powered to detect whether
preventive inhaled antibiotics could reduce the use
of systemic antibiotics to limit antibiotic-resistance
selection pressure.

Links: Full Article | NEJM Quick Take



https://www.nejm.org/doi/full/10.1056/NEJMoa2310307?query=featured_home#figures_media
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Days since Intubation
No. at Risk

Inhaled placebo 430 288 85 40
Inhaled amikacin 420 269 120 60

No. of Deaths

Inhaled placebo 21 65 85
Inhaled amikacin 20 47 78



https://www.nejm.org/doi/full/10.1056/NEJMoa2310307?query=featured_home#figures_media
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Available online 20 January 2024
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Articles

Ceftriaxone to prevent early ventilator-
associated pneumonia in patients with

acute brain injury: a multicentre,
randomised, double-blind, placebo-
controlled, assessor-masked superiority trial

Prof Claire Dahyot-Fizelier MD ®? © =, Prof Sigismond Lasocki MD €, Thomas Kerforne MD P,
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Ceftriaxone group Placebo group

(n=162)

(n=157)

—— Placebo
—— Ceftriaxone

Cumulative incidence (%)

Ceftriaxone group HR
0-60 (95% Cl 0-38-0-95)
p=0-03

Ceftriaxone group HR
0-62 (95% Cl 0-42-0-98)

Number at risk
Ceftriaxone 162 160
Placebo 157 154

| |

4 5
Hospitalisation time (days)

149 134 125 119 107 100
140 121 109 98 93 86

14
Hospitalisation time (days)

65 46
58 37

Primary outcome
Early VAP

Secondary outcomes on day 28
All VAP
Late VAP
Ventilator-free days
Antibiotic-free days

Time between inclusion and first
VAP, days

Modified Rankin score
0-1
2-3
4-5
6
Mortality
Secondary outcomes on day 60
ICU-free days
Hospital-free days
Modified Rankin score*
0-1
2-3
4-5
6

23/23 (14%)

35/33 (20%)

12/11 (7%)
9 (0-22)

21 (13-28)
5(3-9)

27/145 (19%)
30/145 (21%)
63/145 (43%)
25/145 (17%)
25/162 (15%)

34 (15-49)
23 (0-39)

44/158 (28%)
32/158 (20%)
50/158 (32%)
32/158 (20%)

51/51 (32%)

58/57 (36%)
717 (5%)
5(0-18)

15 (8-21)
4(2-6)

13/139 (9%)

23/139 (17%)
64/139 (46%)
39/139 (28%)
39/157 (25%)

26 (0-42)
8 (0-33)

31/155 (20%
28/155 (18%
50/155 (32%
46/155 (30%

)
)
)
)

0-60 (0-38-0-95)  0-030

0-62 (0-42-0-98)

0-62 (0-39-0-97)

Figure 2: Cumulative incidence of (A) early and (B) all cases of ventilator-associated pneumonia
Cumulative incidence curves of early (from the second to the seventh day of mechanical ventilation) and all cases of ventilator-associated pneumonia were compared Mortality
using the Fine-Gray approach between patients assigned to receive ceftriaxone and those assigned to receive placebo. HR=hazard ratio.

32/161 (20%) 46/157 (30%)  0-66 (0-42-1-04) 0-074
Data are median (IQR), n (%), n/N (%), mean number of events/number of patients evaluated, or HR (95% Cl).

HR (95% Cl) are presented for qualitative variables taking account of competing risk if needed. VAP that occurred during
the first 7 days of hospitalisation was defined as early, and VAP that occurred after the first 7 days of hospitalisation was
defined as late. The following data were missing: antibiotic-free days for one patient receiving placebo, ICU-free days for
one patient receiving placebo, modified Rankin score on day 28 for 17 patients receiving ceftriaxone and 18 receiving
placebo, modified Rankin score on day 60 for four patients receiving ceftriaxone and two receiving placebo, and death
at day 60 for one patient receiving ceftriaxone. HR=hazard ratio. ICU=intensive care unit. VAP=ventilator-associated
pneumonia. *Modified Rankin scale ranges from 0 to 6, with 0 representing no symptomes, 1 no clinically significant
disability, 2 slight disability, 3 moderate disability, 4 moderately severe disability, 5 severe disability, and 6 death.

Table 2: Primary and secondary outcomes
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Take Home Points



PPl > H2 for now? Priorities early
enteral feeds

Consider adopting mupirocin
ointment BID

Brain injury = 2g Ceftriaxone post
Intubation

Tx Hyperactive Delirium as it
present



