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What We Offer:
o

Research Support Services: Members gain access to the different research services,
resources, and tools offered by ITHS, including the ITHS Research Navigator.

Community Engagement: Members can connect with regional and community based
practice networks

Education & Training: Members can access a variety of workforce development and
mentoring programs and apply for formal training programs.

Funding: Members can apply for local and national pilot grants and other funding opportunities.
ITHS also offers letters of support for grant submissions.
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Contact our Director of Research Development

. Project Consultation

. Strategic Direction

. Resources and Networking

Melissa D. Vaught, Ph.D.
ithsnav@uw.edu
206.616.3875
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Feedback

At the end of the seminar, a link to the feedback survey
will be sent to the email address you used to register.
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Learning Objectives

Attendees will be able to:

0 Conduct an a-priori power analysis

e Critically evaluate a treatment study
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Clinical Questions

Most clinical questions arise when observing variability in practice:

* Long held beliefs

* Learned during our training

* Success stories of our colleagues
* Publication

« We have always done it that way
« Compelling evidence forces us to consider an intervention
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Evidence Synthesis Primer (Part 1)

 Clinical Question (PICO Format)
« Cochrane Review Groups

* Medline Searches (MeSH Terms)
» Evidence Catalogs

« Evidence Flow Diagrams

« Summary Table of Evidence

» Evidence Synthesis

ITHS |*
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Evidence Synthesis Primer (Part 2)

Reviewer Name: Answer Key
Review Date: 05/21/2020
PMID: 32160661 (Barrgs)

Journal Article Title:

Liberal or Conservative Oxygen Therapy for Acute Respiratory Distress
Syndrome. (2020}

Clinical Question:

Among patients with acute respiratory distress syndrome (ARDS) does
conservative vs. liberal oxygen therapy improve all-cause mortality at 28
days.

Clinical Question Type:

R [T

J | Diagnosis

| Prognosis

a ic Review/Meta-Analysis

Study Design:

Prospective, randomized open label study.

Sample Size and Power:

850 patients

90% between group a priori power analysis based on an expected effect
size of 9% from published results of two prospective trials

396 were eligible, 191 were excluded: 205 randomized

Trial stopped by the DSMB for increased adverse risk in the conservative

OXygenation group.
Validity A Criteria Assessment

R ization C ization stratified by center,
age, and severity of respiratory failure |

Blinding Open Label (not blinded based on impossibility
of making treatment assignment)

Baseline Group Groups were comparable based on review of

| Comparability Table 1

Follow up Survival curves indicate patients were followed
up to 90 days after surgery. Four patients our of
205 randomized were excluded from analysis
(2%).

Intent to Treat Analyses were performed in the intention to
treat population, defined as all patients who
underwent ization minus exclusions.

Validity Summary:

After examining randomization, baseline group comparability, follow up
and intent to treat, this study was determined valid for informing
practice. While the study was not blinded, the open label nature of this
experiment did not likely change study outcomes.

Read and assess each full-text
article you have chosen to include
in your review

| record my assessment findings in
a critically appraised topic (CAT)

Assess design, power, study
validity (five criteria) and clinical
importance of study findings
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Evidence Synthesis Primer (Part 2)

Reviewer Name: Answer Key
Review Date: 05/21/2020
PMID: 32160661 (Barrgs)

Journal Article Title:

Liberal or Conservative Oxygen Therapy for Acute Respiratory Distress
Syndrome. (2020}

Clinical Question:

Among patients with acute respiratory distress syndrome (ARDS) does
conservative vs. liberal oxygen therapy improve all-cause mortality at 28
days.

Clinical Question Type:

R [T

J | Diagnosis

| Prognosis

a ic Review/Meta-Analysis

Study Design:

Prospective, randomized open label study.

Sample Size and Power:

850 patients

50% between group a priori power analysis based on an expected effect
size of 9% from published results of two prospective trials

396 were eligible, 191 were excluded: 205 randomized

Trial stopped by the DSMB for increased adverse risk in the conservative
OXygenation group.

Validity A

Criteria Assessment

R ization C ization stratified by center,
age, and severity of respiratory failure

Blinding Open Label (not blinded based on impossibility
of making treatment assignment)

Baseline Group Groups were comparable based on review of

| Comparability Table 1
Follow up Survival curves indicate patients were followed

up to 90 days after surgery. Four patients our of
205 randomized were excluded from analysis
(2%).

Intent to Treat Analyses were performed in the intention to
treat population, defined as all patients who
underwent ization minus exclusions.

Validity Summary:

After examining randomization, baseline group comparability, follow up
and intent to treat, this study was determined valid for informing
practice. While the study was not blinded, the open label nature of this
experiment did not likely change study outcomes.

Sample Size and Power

Randomization
Blinding

Baseline Group Comparability

Follow-Up

Intent to Treat
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Sample Size & Power
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Sample Size & Power

Statistical Power

» Definition: The ability to detect differences in groups (effect) if a difference
exists.
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Sample Size & Power

Truth — Yes Group Truth — No Group
Differences Differences
Sampling Indicates
Group Differences
Sampling Indicates
No Group Differences

If group differences exist and our sampling evidence says so, we are correct.
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Sample Size & Power

Truth — Yes Group Truth — No Group
Differences Differences
Sampling Indicates
Group Differences
Sampling Indicates
No Group Differences

If group differences do not exist and our sampling evidence says so, we are correct.
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Sample Size & Power

Truth — Yes Group Truth — No Group
Differences Differences
Sampling Indicates
Group Differences

Sampling Indicates
No Group Differences

If sampling tells us group differences exist but in truth they do not, we have made an error.
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Sample Size & Power

Truth — Yes Group Truth — No Group
Differences Differences
Sampling Indicates
Group Differences
Sampling Indicates
No Group Differences

If sampling tells us no group differences exist but in truth they do, we have made an error.
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Sample Size & Power

Truth — Yes Group Truth — No Group
Differences Differences

Group Differences
Complete framework for how sampling evidence relates to unknown truth.

Sampling Indicates
No Group Differences
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Sample Size & Power

Truth — Yes Group Truth — No Group
Differences Differences

Sampling Indicates
Group Differences

Sampling Indicates
No Group Differences

Focus now on the truth — that group differences in fact exist.
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Sample Size & Power

Truth — Yes Group Truth — No Group
Differences Differences
Sampling Indicates

Group Differences

Sampling Indicates
No Group Differences

Group differences exist, but our sampling evidence tells us group differences do not exist.
The probability of a type Il error is denoted by .
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Sample Size & Power

(1-p)+(B)=1

Truth — Yes Group Truth — No Group
Differences Differences

Sampling Indicates
Group Differences

Sampling Indicates
No Group Difference$

Group differences exist, and our sampling evidence tells us group differences do exist.
The probability of correctly identifying group differences if they exist is 1-p.
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Sample Size & Power

What Influences Power?

« Power is the ability to detect group differences (effect), if
differences exist

e So, what influences power?

ITHS |*
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Sample Size & Power

What Influences Power?

New Treatment Standard Therapy
@m) Chance of detecting group differences =D :

LDL Cholesterol 100 mg/dl 120 mg/dl
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Sample Size & Power

What Influences Power?

New Treatment Standard Therapy

50 mg/dl LDL Cholesterol 120 mg/dl
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Sample Size & Power

What Influences Power?

New Treatment Standard Therapy

50 mg/dl LDL Cholesterol 120 mg/dl

Power (the ability to detect true group differences) increases when the effect size
(differences between the two groups) increases.
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Sample Size & Power

What Influences Power?

New Treatment Standard Therapy

50 mg/dl LDL Cholesterol 120 mg/dl

Power (the ability to detect true group differences) increases when the variability
(standard deviation) of the measured outcome decreases.
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Sample Size & Power

What Influences Power?

» Power is the ability to detect group differences (effect), if
differences exist

* So, what influences power?

® Power increases when effect size increases
® Power increases when variability decreases
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Sample Size & Power

What Influences Power?

» Power is the ability to detect group differences (effect), if
differences exist

* So, what influences power?

¢ Perhaps most intuitive — the more we know, the greater the probability of
detecting true group differences.

¢ \We know more about a population by increasing the sample size!
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Sample Size & Power

What Influences Power?

» Power is the ability to detect group differences (effect), if
differences exist

* So, what influences power?

e Power increases when effect size increases
® Power increases when variability decreases
® Power increases as sample size increases
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Sample Size & Power

fie G*Power3.1.97 - X
File Edit View Tests Calculator Help

Central and noncentral distributions  Protocol of power analyses

« G*Power
(https://www.psychologie.hhu.de/arbeitsgruppen/al
lgemeine-psychologie-und-
arbeitspsychologie/gpower)

critical x* =3.84146

0.6

0.4

0.24

IORAN Y R

: ; 1 - » Chi-Square Analysis

| ST -  Effect Size (Moderate)

Type of power analysis
A priori: Compute required sample size - given o, power, and effect size V‘

« Alpha=0.05

Input Parameters Output Parameters a -

| Determine => Effect sizew 03 Noncen trality parameter A 7.9200000

o err prob 0.05 Critical x* 3.8414588 ° B t —_ 0 2 0
Power (1-p err prob) .80 Total sample size 88 e a -
Df 1 Actual power 0.8035275
- DF =1
i X-Y plot for a range of values ‘ i Calculate i
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BACKGROUND

In patients with acute respiratory distress syndrome (ARDS), the National Heart,
Lung, and Blood Institute ARDS Clinical Trials Network recommends a target
partial pressure of arterial oxygen (Pao,) between 55 and 80 mm Hg. Prospective
validation of this range in patients with ARDS is lacking. We hypothesized that

The NEW ENGLAND JOURNAL of MEDICINE targeting the lower limit of this range would improve outcomes in patients
with ARDS.
METHODS
ORIGINAL ARTICLE In this multicenter, randomized trial, we assigned patients with ARDS to receive

either conservative oxygen therapy (target Pao,, 55 to 70 mm Hg; oxygen saturation
as measured by pulse oximetry [Spo,], 88 to 92%) or liberal oxygen therapy (target
Pao,, 90 to 105 mm Hg; Spo,, 296%) for 7 days. The same mechanical-ventilation

Libe ral or Conservative Oxygen Therapy strategies were used in both groups. The primary outcome was death from any
. . cause at 28 days.
for Acute Respiratory Distress Syndrome
After the enrollment of 205 patients, the trial was prematurely stopped by the data
Loic Barrot, M.D., Pierre Asfar, M.D., Ph.D., Frederic Mauny, M.D., Ph.D., and safety monitoring board because of safety concerns and a low likelihood of a
Hadrien Winiszewski, M.D., Florent Montini, M.D., Julio Badie, M.D., s_ig“iﬁc‘;l“‘ g}gf“e"“ bet‘h”e:;_ ‘%‘;;‘W groups in the l}"i;:;"’;"‘;mmznse' Fo“;lpa'f
: s s tients who did not meet the eligibility criteria were excluded. At day 28, a total of
J eampéi‘];ﬁf;j:ﬁ;'mhgf';wpg Dl.)'hse[)baét‘:eil?azl:;:_-:lf:l?i’; h:/"DD" ik 34 of 99 patients (34.3%) in the conservative-oxygen group and 27 of 102 patients
. VPNt o ATl Sy Bt (26.5%) in the liberal-oxygen group had died (difference, 7.8 percentage points;
Bertrand Souweine, M.D., Ph.D., Olivier Collange, M.D., Ph.D., 95% confidence interval [CI], —4.8 to 20.6). At day 90, 44.4% of the patients in the
Julien Pottecher, M.D., Ph.D., Bruno Levy, M.D., Ph.D., Marc Puyraveau, M.Sc., conservative-oxygen group and 30.4% of the patients in the liberal-oxygen group
Lucie Vettoretti, Ph.D., Jean-Michel Constantin, M.D., Ph.D., had died (difference, 14.0 percentage points; 95% CI, 0.7 to 27.2). Five mesenteric
and Gilles Capellier, M.D., Ph.D., for the LOCO, Investigators ischemic events occurred in the conservative-oxygen group.
and REVA Research Network* CONCLUBIONS

Among patients with ARDS, early exposure to a conservative-oxygenation strategy
with a Pao, between 55 and 70 mm Hg did not increase survival at 28 days.
(Funded by the French Ministry of Health; LOCO, ClinicalTrials.gov number,
NCT02713451.)
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Randomization

The NEW ENGLAND JOURNAL of MEDICINE

H |I - Search for the term ‘power’
Liberal or Conservative Oxygen Therapy

for Acute Respiratory Distress Syndrome ° M eth Od S —_ Stati Sti Cal An a IyS i S

Loic Barrot, M.D., Pierre Asfar, M.D., Ph.D., Frederic Mauny, M.D., Ph.D,,
Hadrien Winiszewski, M.D., Florent Montini, M.D., Julio Badie, M.D.,
Jean-Pierre Quenot, M.D., Ph.D., Sebastien Pili-Floury, M.D., Ph.D., . -

St MDD Cotame o 5, - We performed a power calculation with the
Bertrand Souweine, M.D., Ph.D.,, Olivier Collange, M.D., Ph.D.,
Julien Pottecher, M.D., Ph.D., Bruno Levy, M.D., Ph.D., Marc Puyraveau, M.Sc., . .
Lucie Vettoretti, Ph.D., Jean-Michel Constantin, M.D., Ph.D.,
e published results of two available

and REVA Research Network*

prospective trials on oxygen targets in ICU

In patients with acute respiratory distress syndrome (ARDS), the National Heart, The authors*sfiations are lsted n the O | atl O n S

Lung, and Blood Institute ARDS Clinica! Trials Network recommends 2 target Appendx. Address reprint requests to U .

; . B! or. Capelier at Reamimation Medicle,

partial pressure of arterial oxygen (Pao,) between 55 and §0 mm Hg. PrOSPECtIVE  canyre rospitalier Regional Unerstare
ava

validation of this range in patients with ARDS is lacking. We hypothesized that sesa

G e s i o 5 g w0 I s s AP S ok « We determined that the inclusion of 850

LOCO, trial is provided in the Supple-
METHODS mentary Appendi, avaiable at NEJM.org.

In this multicenter, randomized trial, we assigned patients with ARDS t0 TECENE  y tag) Med 2020:352955.1008 1 H
cither conservative oxygen therapy (target P, 55 to 70 mm Hg; Oxygen saturation DO 10.056/NE Mesisicést pa I e n S WO u p rOVI e a pOWe r O 0 0 O
as measured by pulse aximetry [Spo,], 88 to 92%) or liberal oxygen therapy (target ¥ © 2020 Meuchusets Medeal sy,

. 90 t0 105 mm Hg; Spa,, 2067%) for 7 days. The same mechanicalventilation

= show an absolute between-group

RESULTS

A e o 20 e e i s ey R e difference of 9 percen ta ge po ints in the
significant difference between the two groups in the primary outcome. Four pa-
tients who did not meet the eligibility criteria were excluded. At day 28, a tota! of

B R primary outcome, assuming a death rate of
95% confidence interva! [CI], ~4.8 to 20.6). At day 90, 44.4% of the patients in the
conservative-axygen group and 30.4% of the patients in the liberal-oxygen group

L L 30% at day 28 in the liberal-oxygen group,
B e v a one-sided test, and a significance level

(Funded by the French Ministry of Health; LOCO, ClinicalTrials.gov number,

NCT02713451)

‘The New England Journal of Medicine
May 11,2020, No
Copyright ‘Medical Sociery.
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Randomization

The NEW ENGLAND JOURNAL of MEDICINE

[ ORIGINAL ARTICLE |

Liberal or Conservative Oxygen Therapy
for Acute Respiratory Distress Syndrome

Loic Barrot, M.D., Pierre Asfar, M.D., Ph.D., Frederic Mauny, M.D., Ph.D., ° S € ’
KD, P 0 0 it O earch for the term ‘random
Jean-Pierre Quenot, M.D., Ph.D., Sebastien Pili-Floury, M.D., Ph.D.,

Belaid Bouhemad, M.D,, Ph.D., Guillaume Louis, M.D.,
Bertrand Souweine, M.D., Ph.D., Olivier Collange, M.D., Ph.D., .
Julien Pottecher, M.D., Ph.D., Bruno Levy, M.D., Ph.D., Marc Puyraveau, M.Sc.,
e e . rial Procedures
and Gilles Capellier, M.D., Ph.D., for the LOCO, Investigators
and REVA Research Network*

-« Randomization was stratified

In patients with acute respiratory distress syndrome (ARDS), the Nationa! Heart, The authors' affiliations are listed in the .
Lung, and Blood Institute ARDS Clinica! Trials Network recommends a target APPend. Address eprin recuests fo

Or. Capeler at Reamimation Medicale,
L i Bond i AR e s vt o+ e PR T ccordinag to center e. an
validation of this range in patients with ARDS is lacking. We that  sesangon, Bd. Fleming, ) y

targeting the lower limit of this range would improve outcomes in patients e oratgles capeler@un-fomtesi
with ARDS. A complete list of investigators in the

. . .
v s severity of respiratory failure
METHODS mentaryAppends, avalable &t NEM o1

In this multicenter, randomized trial, we assigned patients with ARDS [0 TeCEVE i cugly Med 2020382959106,

either conservative oxygen therapy (target Pao,, 55 to 70 mm Hg; oxygen saturation DOk 10. WZ;I:EW“““‘“

as measured by pulse oximetry [Spo,], 88 to 92%) or liberal oxygen therapy (target K © 27 Mamachos Sy - . - H
Pao,, 90 to 105 mm Hg; Spo,, 296%) for 7 days. The same mechanical-ventilation a CCO r I n O a I WI a
strategies were used in both groups. The primary outcome was death from any . y

cause at 28 days.

RESULTS H

o e e o et o el PEEP of 5 cm of water and a Fi

and safety monitoring board because of safety concerns and 2 low likelihood of

significant difference between the two groups in the primary outcome. Four pﬁ-

tients who did not meet the eligibility criteria were excluded. At day 28, a tota! of 0
34 of 99 patients (34.3%) in the conservative-oxygen group and 27 of 102 patients

(26.5%) in the liberal-orygen group had died (difference, 7. percentage points; 0.

95% confidence interval [CI], ~4.8 to 20.6). At day 90, 44.4% of the patients in the

conservative-oxygen group and 30.4% of the patients in the liberal-oxygen group
had died (difference, 14.0 percentage points; 95% CI, 07 to 27.2). Five mesenteric

e randomization was performed in

concuusions
Among patients with ARDS, early exposure to 2 conservative-0xygenation strategy

with a Pao, between 55 and 70 mm Hg did not increase survival at 28 days.
(Funded by the French Ministry of Health; LOCO, ClinicalTrials.gov number, OC S O O u r
NCT02713451) -

NENGLIMED 38211 NEM.ORG  MARCH 12,2020 999
‘The New England Journal of Medicine
Ny 11,2020 o oter
Copyright ‘Medical Society.
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Blinding

The NEW ENGLAND JOURNAL of MEDICINE

[ ORIGINAL ARTICLE |

Liberal or Conservative Oxygen Therapy
for Acute Respiratory Distress Syndrome

:
Loic Barrot, M.D., Pierre Asfar, M.D., Ph.D., Frederic Mauny, M.D., Ph.D., € ’ € ’

st e S . earcn 1or the term Dlina or concea
Jean-Pierre Quenot, M.D., Ph.D., Sebastien Pili-Floury, M.D., Ph.D.,

Belaid Bouhemad, M.D., Ph.D., Guillaume Louis, M.D.,
Bertrand Souweine, M.D., Ph.D., Olivier Collange, M.D., Ph.D., .
Julien Pottecher, M.D., Ph.D., Bruno Levy, M.D., Ph.D., Marc Puyraveau, M.Sc.,
e e « Trial Procedures
and Gilles Capellier, M.D., Ph.D., for the LOCO, Investigators
and REVA Research Network*

. .

- This was an opel -label trail
BACKGROUND
In patients with acute respiratory distress syndrome (ARDS), the National Heart, The authors' affiliations are listed in the . . agn
Lung, and Blood Institute ARDS Clinica! Trials Network recommends a target APPend. Address eprin recuests fo

Or. Capeler at Reamimation Medicale,

Ln i okt S i s vl Seommnts £t 3T ecause eim ibility o
validation of this range in patients with ARDS is lacking. We that sesanon. Bivd. Fleming.

targeting the lower limit of this range would improve outcomes in patients e oratgles capeler@un-fomtesi
with ARDS. A complate list of investigators in the

SRR masking treatment assignments

In this multicenter, randomized trial, we assigned patients with ARDS [0 TeCEVE i cugly Med 2020382959106,
either conservative oxygen therapy (target Pao,, 55 to 70 mm Hg; oxygen saturation DOk 10.1056/NEjMoalSiE4sl

as measured by pu!se aximetry [Spo,), 88 to 92%) or libera! oxygen therapy (target " © 2020 Memsdhuacts Medeal ey, .
Pao,, 90 to 105 mm Hg; Spo,, 296%) for 7 days. The same mechanicalventilation WI e u S e O a n a
strategies were used in both groups. The primary outcome was death from any

cause at 28 days.

RESULTS H H H

o ot s s, vt ey sty s monitoringa in the

and safety monitoring board because of safety concerns and a low likelihood of -
significant difference between the two groups in the primary outcome. Four pa-
tients who did not meet the eligibility criteria were excluded. At day 28, 2 tota! of
34 of 99 patients (34.3%) in the conservative-oxygen group and 27 of 102 patients
(265%) in the liberal-oxygen group had died (difference, 7.8 percentage points;
95% confidence interva! [CI], ~4.8 to 20.6). At day 90, 44.4% of the patients in the
conservative-oxygen group and 30.4% of the patients in the liberal-oxygen group
had died (difference, 14.0 percentage points; 95% CI, 07 to 27.2). Fve mesenteric
ischemic events occurred in the conservative-oxygen group.

concuusions
Among patients with ARDS, early exposure to 2 conservative-0xygenation strategy
with a Pao, between 55 and 70 mm Hg did not increase survival at 28 days.
(Funded by the French Ministry of Health; LOCO, ClinicalTrials.gov number,

NCT02713451)
NENGL) MED 38211 NEM.ORC MARCH 12,2020 999
‘The New England Journal of Medicine
May 11,2020, No otaer
Copyright
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Baseline Group Comparability

Table 1. Characteristics of the Patients at Baseline.*
Conservative Oxygen Liberal Oxygen

Characteristic (N=99) (N=102)
Age —yr 63.0£15.5 63.5£14.5
Male sex— no. (%) 65 (65.7) 64 (62.7)
BMIT 27.9+7.2 27.9+6.6
Tidal volume — mi/kg of predicted body weight} 6.0:0.3 6.2+0.5 .
Minute ventilation — liters/min 9.4:2.1 9.6+2.1 o Rev I eW Ta b I e 1
PEEP — cm of water 6.2:2.7 6.4+3.5
Plateau pressure — cm of water 19.8:5.1 20.8:4.8 ° H OW We | I a re Stu d y
Respiratory-system compliance — ml/cm of water 31.1x11.86 28.6+8.99 ..
Pao,:Fio, — mm Hgj 116.8:47.4 120.1+53.6 pa rt|C| pa ntS matCh ed
Pao; — mm Hg 90.3+38.8 92.3:+4438 .
Fos (09 between the conservative
Use of catecholamines — no. (%) 70 (70.7) 73 (71.6) .
o — and liberal oxygen groups?
Lactate level — mmol/liter 2.2:1.4 2.6x2.2
Hemoglobin level — g/liter 11325 118+24
SAPS 111§ 66.9+13.7 67.9+14.4
SOFA score| 9.3:3.68 8.9:3.6
Main cause of ARDS

Pulmonary 78 (78.8) 74 (72.5)

Extrapulmonary 21 (21.2) 28 (27.5)
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Follow-up

396 Patients were assessed for eligibility

191 Were excluded
100 Had mechanical ventilation for >12 hr

2 Were <18 yr of age

13 Were admitted to ICU for cardiac arrest

24 Had very high risk of death
7 Were receiving ECMO
4 Had a TBI or intracranial hypertension
8 Had COPD and were receiving oxygen

or noninvasive ventilation at home

T - Review Figure 1

E— - Were patients followed long

1 l j enough for the outcome to

103 Were assigned to receive 102 Were assigned to receive O CC u r’)
conservative axygen therapy liberal oxygen therapy .

L - Did 80% of patients enrolled

1 Was legally incapacitated -
1 Had cardiogenic pulmonary

in the trial complete the trial?

| 99 Were included in the analysis | | 102 Were included in the analysis |

Figure 1. ing, Randomization, and Analysi
COPD denotes chronic obstructive pulmonary disease, ECMO extracorporeal membrane oxygenation, ICU intensive
care unit, and TBI traumatic brain injury.
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Intent to Treat

The NEW ENGLAND JOURNAL of MEDICINE

[ ORIGINAL ARTICLE |
[ J
Liberal or Conservative Oxygen Therapy ® S ea rCh fO r th e te rm I n te nt
for Acute Respiratory Distress Syndrome
Methods — Statistical Analysis
Belaid Bouhemad, M.D., Ph.D., Guillaume Louis, M.D.,
Bertrand Souweine, M.D., Ph.D., Olivier Collange, M.D., Ph.D., .
e o s o e o 5 « Ana |ys es were pe rformed in the

and Gilles Capellier, M.D., Ph.D., for the LOCO, Investigators
and REVA Research Network*

intention-to-treat population,

In patients with acute respiratory distress syndrome (ARDS), the National Heart, The authors' affiiations are listed in the M -

Lung, and Blood Institute ARDS Clinica! Trials Network recommends a target APPendx. Addres reprin requess to e I n e a S a a I e n S W O
Or. Capeler 3t Reanimation Medical,

partial pressure of arterial oxygen (Pao,) between S5 and £0 mm Hg. PrOSPECtVE  cantre iospitaler Régional Unwerstaire

validation of this range in patients with ARDS is lacking. We that  sesancon, . Fleming.

targeting the lower limit of this range would improve outcomes in patients e oratgles capeler@un-fomtesi

iy ot underwent randomization except

In this multicenter, randomized trial, we assigned patients with ARDS [0 TeCEVe gngl) Med 2020,38299.1008.

Loic Barrot, M.D,, Pierre Asfar, M.D,, Ph.D., Frederic Mauny, M.D., Ph.D,,
Hadrien Winiszewski, M.D., Florent Montini, M.D., Julio Badie, M.D.,
Jean-Pierre Quenot, M.D., Ph.D., Sebastien Pili-Floury, M.D,, Ph.D.,

either conservative oxygen therapy (target Pao,, 55 to 70 mm Hg; oxygen saturation DOk 10.1056/NEjMoalSiE4sl M "
as measured by pulse aximetry [Spo,], 88 to 92%) or liberal oxygen therapy (target ¥ © 2020 Meuchusets Medeal sy,

Pao,, 90 to 105 mm Heg; Spo,, 296%) for 7 days. The same mechanicalventilation

strategies were used in both groups. The primary outcome was death from any 1)
cause at 28 days.

e those for whom the family declined

and safety monitoring board because of safety concerns and 2 low likelihood of
significant difference between the two groups in the primary outcome. Four pﬁ-
tients who did not meet the eligibility criteria were excluded. At day 28, a tota! of . . .

34 0f 99 patients (34.3%) in the conservative-oxygen group and 27 of 102 patients | n C u S | 0 n a n O Se W O | n O
(26.5%) in the liberal-oxygen group had died (difference, 7.& percentage points; L)

95% confidence interval [CI], ~4.8 to 20.6). At day 90, 44.4% of the patients in the
conservative-oxygen group and 30.4% of the patients in the liberal-oxygen group

. . . .
had died (difference, 14.0 percentage points; 95% CI, 07 to 27.2). Five mesenteric
e o e e o 6 meet the INClusion Criteria as

concuusions
Among patients with ARDS, early exposure to 2 conservative-0xygenation strategy

. .
with a Pao, between 55 and 70 mm Hg did not increase survival at 28 days.
(Funded by the French Ministry of Health; LOCO, ClinicalTrials.gov number, .

NCT02713451)
NENGL) MED 38211 NEM.ORC MARCH 12,2020 999
‘The New England Journal of Medicine
May 11,2020, No
Copyrizht ‘Medical Sociery.
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Evidence Synthesis Primer (Part 2)

Reviewer Name: Answer Key
Review Date: 05/21/2020
PMID: 32160661 (Barrgs)

Journal Article Title:

Liberal or Conservative Oxygen Therapy for Acute Respiratory Distress
Syndrome. (2020}

Clinical Question:

Among patients with acute respiratory distress syndrome (ARDS) does
conservative vs. liberal oxygen therapy improve all-cause mortality at 28
days.

Clinical Question Type:

R [T

J | Diagnosis

| Prognosis

a ic Review/Meta-Analysis

Study Design:

Prospective, randomized open label study.

Sample Size and Power:

850 patients

50% between group a priori power analysis based on an expected effect
size of 9% from published results of two prospective trials

396 were eligible, 191 were excluded: 205 randomized

Trial stopped by the DSMB for increased adverse risk in the conservative
OXygenation group.

Validity A

Criteria Assessment

R ization C ization stratified by center,
age, and severity of respiratory failure

Blinding Open Label (not blinded based on impossibility
of making treatment assignment)

Baseline Group Groups were comparable based on review of

| Comparability Table 1
Follow up Survival curves indicate patients were followed

up to 90 days after surgery. Four patients our of
205 randomized were excluded from analysis
(2%).

Intent to Treat Analyses were performed in the intention to
treat population, defined as all patients who
underwent ization minus exclusions.

Validity Summary:

After examining randomization, baseline group comparability, follow up
and intent to treat, this study was determined valid for informing
practice. While the study was not blinded, the open label nature of this
experiment did not likely change study outcomes.

Sample Size and Power

Randomization
Blinding

Baseline Group Comparability

Follow-Up

Intent to Treat
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Questions?

Kenn B. Daratha, PhD
Providence Sacred Heart Medical Center/

Gonzaga University Nurse Anesthesia Program
Providence Medical Research Center

Kenn.Daratha@Providence.Org
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Thank Youl!

Open for Questions
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Feedback Survey

A link to the feedback survey has been sent to the email
address you used to register.

Please get out your device, find that email, and spend a few
moments completing that survey before you leave today.

Tip: If on a mobile device, shift view to landscape view
(sideways) for better user experience.
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