Challenging dogma:

from fever to fluids

Richard Beasley

Medical Research Institute of New Zealand

Wellington, New Zealand



Mortality and morbidity in acutely ill adults treated with " ™

liberal versus conservative oxygen therapy (I0TA):
a systematic review and meta-analysis

erek K Chu*t, Lisa H-Y Kim*t, Paul ] Young, Nima Zamiri, Saleh A Aimenawer, Roman jaeschke, Wojciech Szczekiik, Holger | Schunemann,
ohn D Neary, Waleed Alhazzani

[Lancet 2018; 391: 1693-705]



Setting Liberal (mfN} Conservative (nfM) RR {955 CI) “weight

Meurclogical {stroke-travmatic brain injury)
Alietal (20rL4)ams Stroke LJ1EE 4146 118 (0-32-4.30) 1.6
Roffe et al (2017 Stroke COy2668 452668 111 (0-7E-1-6E&) 16-6
Ronning et al (1909 Stroke 36/292 37258 118 (074-1-89) 119
Singhal et al 2005 Stroke (ischaemic) /g 17 027 (0-01-C70) 03
MCTO0L14726 Stroke (ischaemic) 14/43 443 342 (1-72-9.54) 2L
Shi et al (2017 Stroke (ischaemic) /9 0'g {Excluded) 0

Sepsis
MCTO2378545 (2015) Sepsis ETFN 2125 1.00 (0-Z7-8-22)

Emergency surgery
Butler et al (1987)% Limib ischaemia 383 (D17-88-62)
Schietroma et al (20165 Perforated peptic ulcer T 050 (0-08-2-70)
MCTO2687217 Acute appendicitis {Excluded)

Critical care (mixed medical-surgical)
Girardis et al (2016} Critical ilness L8235 1.33 (1-00-1.73) 321
Fanwar et al (2016)5 Critical ilness 13/53 0-96 (0-48-1-90) 50

Cardiac {myocardial infarction-cardiac arrest)
Hofmann et al {2017% Myocardial infarction L3311 4413318 1.21{D-81-1-80) 16-8
¥hoshnood et al (2015 My ocardial infarction (STEMI) /85 7L 083 (0-18-4-24) 11
Kuisma et al (2006)* Cardiac arrest 414 414 1.00{0-31-3-23) 19
Rawles et al (197 6)= My ocardial infarction 9/1085 /95 271i076-973) 1-6
Stub et al (2012t Myrocardial infarction (STEMI}  5/312 11312 0-4E (0-16-1-29) 24
Ukhaolkina et al (2005)% My ocardial infarction 1/58 Of7g 407 (1798107 06
Young etal (2014)% Cardiac arrest 5/5 418 111 (0-45-275) 32

p-lp't:nn=:l El._
In-hospital mortality, overall {12=07%, p=0-020) 2837558 2T 7516 1-21(1-03-1-43) 100
30-day mortality, overall (P=0%, p=0-033) ABA[7SA6 4227507 114 (1.01-1.28) 100
M ortality at langest follow-up, overall {1*=0%, p=0-044) B2B7RO7 749/78L7 110 {1-00-1.20) 100

Favouwrs more oxygen  Favours less eygen




Curmulative survival (%)

80

Mumber at risk

Conservative 6900 6484 6372 6130
Liberal 6943 6450 6345 6119

HR 1-11 (957 C1 1-00-1-24)

— Conservative cxygen therapy
— Liberal coygen therapy
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Intensive versus Conventional Glucose Control
in Critically Ill Patients

The NICE-SUGAR Study Investigators*




(mg/dl)

o
L
3
:
=
G
=
8
o

No. of Patients

Conventional glucose control
31 |—I—B|
|

Intensive glucose control

0

Base- 1

line

Conventional control 2995

Intensive control

2989

T T T T T T T 1
4 5 & 7 & 9 10 11 12

Day after Randomization

2233 1330 909
2260 1428 908




g
-
@
E
z
=
3
&

Mo. at Risk
Comventicnal control
Intensive control

Conventional glucose control

"

Intensive glucose control

3014
1016

T | T T
30 40 50 &0

Days after Randomization

2379 2304
2337 2237




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Six-Month Outcomes after Restrictive

or Liberal Transfusion for Cardiac Surgery
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Restrictive versus Liberal Fluid Therapy for Major
Abdominal Surger}f
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Mo. at Risk

Liberal fluid 1493 1343 1320

Restrictive 1490 1323 1292
fluid
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Adjunctive Glucocorticoid Therapy in Patients
with Septic Shock

B. Venkatesh, S. Finfer, J. Cohen, D. Rajbhandari, Y. Arabi, R. Bellomo, L. Billot, M. Correa, P. Glass,
M. Harward, C. Joyce, Q. Li, C. McArthur, A. Perner, A. Rhodes, K. Thompson, S. Webb, and J. Myburgh,

-

for the ADRENAL Trial Investigators and the Australian—-New Zealand Intensive Care Society Clinical Trials Group*
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Hazard ratio for death, 0.95 (95% Cl, 0.84-1.07)
P-0.42

T | | | |
10 30 40 50 60

Days since Randomization

MNo. at Risk
H:.-'-::lr-::-l:nrtis,l::-ne 1832 14158 1385 1374 1356 1348 132%
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Acetaminophen for Fever in Critically Il

Patients with Suspected Infection
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Hazard ratio for death in the acetaminophen group,
0.95 (95% Cl, 0.66-1.33)
P=0.80 by log-rank test
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Energy-Dense versus Routine Enteral
Nutrition in the Critically IlI

The TARGET Investigators, for the ANZICS Clinical Trials Group*
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Controlled Trial of Budesonide—Formoterol

as Needed for Mild Asthma




C Number of Severe Exacerbations

Relative risk, 0.40
(95% Cl, 0.18-0.86)
1
Relative risk, 0.44
(95% Cl, 0.20—0.96)
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Albuterol Budesonide Budesonide—
Group Maintenance Formoterol
Group Group

Treatment Group







