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Challenges 

• Multiple complex interventions 

 

• Expectation of mortality benefit  

 

• Substantial short and long term 

morbidity 

 

• Outcomes heavily dependent on 

physician practice 



Author                   Journal         Year      Focus  Citations/Yr 

 
van den Berghe  NEJM   2001  Glucose        334 

Rivers           NEJM     2001  EGDT           317 

NICE/SUGAR        NEJM   2009  Glucose        310 

PROWESS            NEJM     2001      APC                  274 

ARMA   NEJM     2000      Ventilation        271   

VISEP   NEJM     2008     Glucose/Starch    217 

Van den Berghe    NEJM     2006      Glucose              201 

6S   NEJM  2012  Starch      192  

CHEST   NEJM  2012  Starch      157 

TRICC           NEJM     1999      Transfusion      140 

CORTICUS  NEJM     2008      Steroids               137 

Most Cited Trials in Critical Care 



•  >60 active research programs 
 
•  >200 publications 
 
•  16 in New England Journal of Medicine 

Founded 1989 



•  Founded 1994 

•  9 papers in NEJM 

•   NIH-funded 

 

•   6 papers in New England Journal of 

 Medicine 



German Sepsis 

Network 

Scandinavian 

Critical Care 

Trials Group 







Emerging Groups 

Latin American Critical Care Trials 

Investigators Network (LACCTIN) 

Asian Critical Care Clinical 

Trials Group 

Acute Care for Africa 

Research and Training 

(ACART) 



What Is the Model? 

• Led by clinician-investigators 

 

• Questions defined by the investigator 

 

• Culture of collegiality, inclusiveness, 

fun, and mentorship 

 

• Commitment to scientific rigour 



Influence of Organizational Model 

on Study Impact 

Model  N Median Citations/Year 

 
Single site         116      6.8 

2-5 sites  59   11.0 

Ad hoc group 89   25.1 a 

Trials group 44   44.1 a,c 

Industry  85   12.3 b  
 

 

  a p<0.001 vs single site, b p<0.01 vs single site,     

  c p<0.01 vs industry  



- Lancet, 375:11, 2010 



                         

AMC Amsterdam 

ANZICS CTG 

ARDSNet 

BRIC Net 

CCCTG 

CRISMA 

Chinese CCTG 

ESICM CTG 

George Institute 

GIVITI 

Hellenic Sepsis Group 

   ICNARC 

   ICCTG 

   ICS UK CTG 

   LASI 

   REVA Network 

   Scandinavian CTG 

   Scottish CTG 

   SepNet 

   SOAP Investigators 

   TRIGERSEP 

   USCIITG 

InFACT Members 



1. Create a framework for outcome 

measures 

 

2. Establish domains within this framework 

 

3. Compile core outcome measure sets 

 

4. Understand performance of existing 

measures 

 

5. Develop and validate new measures 

Outcome Measures 

Working Group 



A Conceptual Framework 

1.  Does it work?   Biologic and physiologic activity   

 

2.  Does it help?   Patient-centred benefit 

 

3.  Should we use it?  Risks, benefits, costs 

 

4.   Can we study it?  Feasibility, compliance,  

     recruitment rates 



NORASEPT:  Anti-TNF Mab for Sepsis 

- Lancet 351:929, 1998 
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NORASEPT II: 

Antibody Levels Following Drug Infusion 



TNF Levels Following Infusion  
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Does It Help? 

• Improved survival 

• Reduced discomfort/pain 

• Reduced acute morbidity 

• More rapid recovery 

• More complete recovery 



Finfer, N Engl J Med 360:1283, 2009 



Finfer, N Engl J Med 360:1283, 2009 

What do 

patients value? 



How to measure morbidity 

 

•  length of stay 

•  organ failure 

•  intensity of therapy 

•  location in health care 

 system 
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- N Engl J Med 364:1305, 

2011 
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AATICC Pilot Study 

Feasibility    Proportion of eligible        

 patients who are consented 

 and randomized 

 

Acceptability     Proportion of 

 randomized patients who 

 remain in assigned treatment 

 arm    



Acceptability: 

Major Protocol Violations 

Empiric Antibiotics 0/6 

 

Placebo    6/6* 

* p=0.005 



Experimental 

Intervention 

The Intervention:  Does it Work? 

The Investigator 

 Can we study it? 

The Patient:  Does it help? 

Society 

Should we use it? 

• Is the intervention biologically active in vivo? 

• What are its biochemical and physiologic effects? 

• What is the optimal dose and duration of therapy to 

maximize these effects? 

• Can we recruit patients? 

• Can we differentiate groups? 

• Will clinicians maintain study 

groups? 

• Are the inclusion and exclusion 

criteria  appropriate? 

• Is survival increased? 

• Is recovery accelerated? 

• Are symptoms attenuated 

• Are long term  outcomes improved? 

• Are costs reasonable in 

relation to benefits? 

• Are side effects acceptable to 

patients? 

• Are outcomes acceptable to 

decision-makers? 



Core Outcome 

Measure Sets 

• Mechanical ventilation 

• Closed head injury 

• Subarachnoid hemorrhage 

• Sedation 

• Sepsis  
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