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COC.HRAI;IE /, U
The COChrane COllaboration GO TO THE 20™ANNIVERSARY SITE

Working together to provide the best evidence for health care

Cochrane Collabaration, the British-led effort is literally hand searching the world's literature to find and review all of the
randomized control trials ever done—as many as a million of them. Updated regularly, the Cochrane reviews should

synthesize the latest knowledge about every therapy or intervention and give its implications for practice and research.
The effort could transform the way doctors make treatment decisions, butggme expers worry {hat the reviews will logk
more definitive than they are_giving rise to a new dogma.

NEWS & COMMENT
META-ANALYSIS
Looking for the Evidence in Medicine

Gary Taubes

Passive dissemination of information seldom results
in change in clinical behavior

More than 1,000,000 RCTs have been carried out on
medical management over the past 50 years, and most
have either been forgotten or disregarded [ 10]. In general,
physicians do not pay careful attention to the results of
published studies. Publishing is no guarantee that anyone
will incorporate the results into their practice, and tradi-
tional medical education 1s generally ineffective at
changing physician behavior [11]. Furthermore, the in-
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Proven Therapy Proven to Be of No Value
A ECMO
A HFV
A ECCOR
No magic bullet ! . PEGE1
A Lysophyllin
A Ketokonazol
A EXOSURF
Consensus For No Consensus

02 A 02 transport

Mechanical ventilation ( low Tidal \/olume) A Management oF VAP

Some PEEP A Antioxidants

ATB for Infection A iINO

Nutritional support A HFO

Haemodynamic monitoring A Eicosanoid inhibitors

C\/ cunnart A Pentoxyphyllin

Fluid Rx A Anticytokine therapy

A Other surfactants
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ARDS Net | Studies (n=2,630)
March 18, 1996 2000 Nov 2005

I Keto
_ n=23d4
Lower Tidal Volume n=861 ‘
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L_%,f; I NIH NHLBI ARDS Clinical Network
== Mechanical Ventilation Protocol Summary

| Late Steroid Rescue Study n=180

Statins for Acutely Injured Lungs From Sepsis (SAILS) ngher PEEP
n=549
This study is currently recruiting participants.

Verified May 2012 by National Heart, Lung, and Blood Institute (NHLBI)

sponsor: FACTT n=1000

National Heart, Lung, and Blood Institute (NHLBI)
PAC vs CVC

Liberal vs Cons Fluids

Fig. 1. Patient enrollment in the ARDS Network multicenter clinical trials from 1996 through
2005.



Amato MBP, Barbas CSV, Medeiros DM, et al. Effect of a protective-ventilation strategy on mortality in ARDS.
N Engl J Med. 1998;338:347-54. Small, randomized, study famous for using a combination of the lower inflection point
of the pressure-volume curve to set PEEP, recruitment maneuvers (CPAP 35-40 cm x 40 sec.), and low-tidal volumes
(< 6cc/kq). 28-day mortality was lower in the intervention group, but the conventional group had an unusually high
mortality (71%). Patients overall received higher PEEP than in the ARMA study.
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What is the mechanism for the decrease in
mortality in the ARDSNet study?
Oxygenation — NO
Barotrauma — NO
o Hypothesis: Biotrauma
ARDSNet New Eng/JMedZOOO

ARDS Network. Ventilation with{lower tidal volumes as compared with traditional tidal volumes for Alll and

ARDS. N Engl J Med. 2000;342:1301-8. Results of the ARMA study found the use of low (6 ml’kg predicted weight)

rather than “standard” (12 ml/kg predicted weight) tidal volumes reduced mortality from 40 to 30%. These results form 5
much of the basis for use of low- stretch/low tidal volume ventilation strategy in acute lung injury.



Mumber of Patients Tidal Yolume

Mortality Rate

Reported Mortality

Low Tidal Low Tidal Violume* Control* Low Tidal Volume  Control Difference
Author (Ref.) Volume Contral (mi/kg) (mlfkg) (%) (%) (p Value)
Amatn and -:Dwnrk-ers (3) 29 24 6.1 = 0. 2"* 11.9 = 0.5% 38 71 = (.001
¥ 50 47 0.72
47 38 0.38
- { ¢ 50 46 0.60
AHDSN-:"'[ (4) 432 429 63 +011 1.7 =010 31 40 0007

i nt er me di_ 8yr (@-10mikp j.t&am) 2?7

Am | Respir Crit Care Med Vol 185, pp 1510-1514, 2002

Originally Published in Press as DOI: 10.1164/rcem. 200208-9560C on August 28, 2002

|

Increasing Mortality Rate

-y
=
el R L

e

4 Decreasing

i Increasing I

Resultant Plateau Alrway Pressure

as Tidal Volume |s Changed
(Ideal)




Randomized Trials Stopped Earlv for Benefit _

Conclusions RCTs stopped early for benefit are becoming more common, often fail
to adequately report relevant information about the decision to stop early, and show
implausibly large treatment effects, particularly when the number of events is small. These
findings suggest clinicians should view the results of such trials with skepticism.

JAMA. 2005;254:22032-2209 WWW._jJama.com

Table 1. Characteristics of Randomized Clinical Trials (RCTs) Stopped Early for Benefit (N = 143)
No./Total (%)

| |
RCTs Stopped Early/ RCTs Stopped Early/
RCTs Indexed in RCTs in Top-Impact

Characteristic MEDLINE Journals
Year of publication
1975-1979 1/6574 (0.01) 0/620 (0)
1980-1884 1/12653 (0.008) 1/1175 (0.1)
1985-1089 10/21807 (0.05) 9/1938 (0.5)
1900-1894 19/38 712 (0.05) 15/3106 (0.5)
1905-1009 41/52 060 (0.08) 35/3504 (1.0)
2000-2004 71/58537 (0.1) 47/3850 (1.2)
Area of study
Cardiclogy 36 (25)
Cancer (hematology-oncology) 30 (21)
I AITIS 7 {13

Other areas 50 (35)

Type of comparisons

Active medication vs placebo 76 (b3)
Active medication vs active medication 31 (22)
Monpharmacological therapeutic interventions 23 (16)

|2g, invasive procedures, rehabilitation)

Crrug vs nonpharmacological therapeutic intervention 12 (8)

Montherapeutic interventions (eg, education) 1 (1)



ARMA protokol arbpsner 2000
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Sn2gen?2 dechov®ho o0b &s-6ng mlkg/t.hm
Omezen? plato tlaku <30cmH20

Vygg? dechov® f r e3d dnann(sedace ???NMBA ???)

Tolerance hyperkapnie  ??? 7,3-7,45 (alkalizace??,
dekapnizace )
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Mikkelsen ME
Potential reasons why physicians underuse LPV ( <VT 7,5ml/PBW) :
retrspectlve cohort study using physician documentation.
ory Care 2008, 53, 455461 (n=75)

7,4vs 9,1 mllkg p.o.w p 0,02
8,7vs 7,7 cm H20
Esteban JAMA 2008, NEJM 2002 ( 1998 vs 2004)

LPV po 48h 32%
LPV do 48h 16%
Rozpaky nad dg 18,7%

NevysviDtl eno 16%
Sel hg8n2 I mpl eme8Wt ac e
ZmBDna klinick®bBag%st
Rel ativn2 KI ( MEw)
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Mechanical ventilation in ARDS: One size does not fit all*®
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INg to Work. act, patents with severely Dypoxemic
A RS have greater amounts of lung edema, more
widespread alveolar collapse and higher lung

- 2 & I A - *
recruitability.®” As discussed above, the advantages ol

10IT100eTIC0US QIS 1€ SIress arl
strain of mechanical ventilation — such as that
obtained with prone positioning — is best observed

when the aerated portion of lung is small (e.g, baby

lung) 3! and when lung recruitability is large.
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