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Objectives 

Leading a complex clinical trial 

Overview of Neurological Emergencies 
Treatment Trials Network 

ProTECT III Progesterone for the Treatment 
of Traumatic Brain Injury  

 IRB process 

Lessons learned 
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Neurological Emergencies Treatment 
Trials (NETT) Network 



ProTECTTM III: 
Progesterone for Traumatic 

Brain Injury 



Traumatic Brain Injuries 

Estimated 1.7 million TBIs 

1,365,000 Emergency Department Visits 

275,000 Hospitalizations 

52,000 Deaths 

Faul, M et al. Centers for Disease Control and Prevention, National Center for Injury Prevention and Control, 2010 

Why is This Important? 



Progesterone and TBI 

+ 

Proposed Mechanisms: 

  Protects blood brain    
   barrier 

  Reduces cerebral edema 

  Down-regulates  
    inflammatory cascade 

 



Purpose 

 To determine the efficacy of progesterone in 
pts with moderate to severe TBI 

 

 



Inclusion Criteria 
 1. Blunt traumatic brain injury 
 
 2. GCS 4-12 
 
 3. Can start infusion within 4 hours of injury 
 
 4. Age >18 yrs 



Consent Process 

How would this work in patients with 
moderate to severe traumatic brain injury? 

Exception from Informed Consent 21 CFR 
50.24 
• Does not mean informed consent is not 

ultimately obtained 

   
        

 

 

 

 
 

  



Exception from Informed 
Consent for Emergency 
Research: 21 CFR 50.24 

 

 Life-threatening situation needing           
urgent intervention 

 Available treatments unproven                        
or unsatisfactory 

Participation holds prospect of direct      
benefit to the subjects 



IRB Requirements  
Before IRB approval 

Community Consultation 

Public Disclosure 

 IRB final determination  

 



Identifying the Community 

Local colleges 

Brain Injury Association 

Health Care for Homeless 

Neighborhood Meetings 

Health Fairs 

Trades Associations 

Police Meetings 

 

 



CC and PD Plans 

Focus Groups 

Presentations 

Surveys 

Opt Out 

Media 
TV 
Radio 
Newspapers 
 





Boston.com Comments 

Experimenting on 
people who cannot 
say no.  Can we get 
a list of these new 
age Nazi’s? 
 

If doctors would like this 
from “us”…how about they 
allow us to run some 
experiments on “them” 
without their consent? 

 

Is this because they want 
to help the patient or just 
want a guinea pig? 
 

I don’t know what they are 
smoking over at these 
formerly prestigious 
institutions, but they might 
want to put it away for 
awhile and breath in some 
fresh air…They have lost all 
sense of reality 



Timeline 



   

  Treatment and placebo –  
    indistinguishable 

 
  Total infusion 96 hours  
 
 Blood Draws:  
 Baseline, 24 and 48 hours 

 

Investigational Drug  
 



      Targets for Goal Directed Therapy  
 



Multidisciplinary 
 EMS 

 Emergency Medicine 

 Trauma Surgery 

Neurosurgery 

 Anesthesia 

Nursing: ED, SICU, OR, PACU, Radiology 

 Pharmacy: IPS, ED, Critical Care, Main   

 Laboratory Medicine 

 Respiratory 

 Radiology 

 IT 

Neuropsych for follow up 



Investigator Requirements 

Multiple trainings 

Certifications 

Recertifications 



Where Do I Start? 



EMS Training 
What 

When  

Where 

How 

Why 

 



Nurses and MDs 
ED, Anesthesia, OR, PACU, SICU, Neurosurgery, Radiology 



Lab 
 Serum EtOH 

B-HCG 

 Super STAT 

 

 



Respiratory 



Pharmacy 

 “I need this medication right away!” 

 





Education and Training 
Step by step 

Develop systems and contacts in EVERY 
department 



Time Saving Tips 

Mock screening and enrollment 

Create your own checklists 
 Pocket Cards 
 Info sheets 
 Posters 

 











Prepare for the Worst 

Anticipate 
Resistance 
Obstruction 
Challenges 



Resistance to Change 



Managing Resistance 



All Systems Go 

Multiple practice runs 

Entire team was fully prepared 

Active screening started 9/24/13 



DSMB Report 

October 1, 2013 
  844/1140 subjects enrolled 
  Continue enrollment and follow-up 

per protocol 



DSMB Report 

 What we DIDN’T know 

 









What Happened at BMC? 

 ZERO 

 

 ZERO 

 

 Priceless 



Top 10 Clinical Research PEARLS 
of Wisdom 

10. Excellent communication 

9. Be organized and motivate others 

8. Be enthusiastic 

7. Clarity in everyone’s roles 

6. Adapt as necessary 

5. Personal contact 



PEARLS 

4. Coordinator responsibility to know 
everyone’s role 

3. Minimize interference in clinical practice 

2. Ask not what your clinician can do for 
you. Ask what you can do for your clinician. 

1. BE A LEADER 

 



Questions? 

       It Really Takes a Village 



Exclusion Criteria 
1. Non-Survivable Injury 

2. Bilateral dilated unresponsive pupils 

3. Cardiopulmonary Arrest 

4. Hypotension: BP < 90 systolic for 2 consecutive readings 5+ minutes apart 

5. Hypoxia: O2 saturation <90 for at least 5 consecutive minutes 

6. Status Epilepticus on arrival 

7. EtOH > 250 mg % 

8. Inability to perform ADLs without assistance prior to injury 

9. Spinal Cord Injury with Neuro Deficits 

10. Known active breast or reproductive organ cancers 

11. Known allergy to progesterone or Intralipid components 

12. Known clotting disorder / Active thromboembolic event 

13. Pregnant 

14. Concern for inability to follow up at 6 months 

15. Opt Out 



Excetion from Informed 
Consent for Emergency 
Research: 21 CFR 50.24 

Qualifications: 
 
  Life-threatening situation needing urgent intervention 

  Available treatments unproven or unsatisfactory 

  Need to collect data to determine  safety & efficacy of the   
 intervention 

  Obtaining informed consent not feasible 

  Intervention must be administered before consent can be obtained   
 from subject’s legally authorized representative 

  No reasonable way to identify prospectively eligible individuals  

  Participation holds prospect of direct benefit to the subjects 

  The clinical investigation could not practicably be carried out    
 without the waiver 



Potential Side Effects 
• Venous thromboembolic events(DVT or PE, 

phlebitis,) 

• Arterial thromboembolic events (MI/Stroke) 

•  Allergic reactions (to intralipid component) 

•  Increase in LFTs(AST or ALT) > 5,000 U/L or a 
bilirubin >10 mg/dL 

• Serious infections (pneumonia, sepsis, 
meningitis) 


