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Background - NETT 



Status Epilepticus 

120,000 to 200,000 cases / yr 

Mortality 22% at 30 days 

55,000 deaths in the US 

1st Yr cost $40,000 /patient 

 
Bassin S, et al. Crit Care 2002;6(2):137-42 

Claassen J, et al. Neurology 2002;58(1):139-42 

DeLorenzo RJ, et al. Neurology 1996;46(4):1029-35 

Penberthy LT, et al. Seizure 2005;14(1):46-51 

Wu YW, et al. Neurology 2002;58(7):1070-6 
 



San Francisco EMS Call Volume  

by Complaint Type (2001) 

Chief Complaint 

Unconscious 

Falls / accidents 

Breathing difficulty 

Assault / trauma 

MVA 

Chest pain 

Seizure 

Abdominal pain 

Bleeding (non-traumatic) 

Stroke 

# Calls  (% of Total) 

7389   (11%) 

7224   (11%) 

7225   (11%) 

6909   (10%) 

6098   (9%) 

5120   (8%) 

4052   (6%) 

2593   (4%) 

1471   (2%) 

1420   (2%) 

> 10 per day 



Pre-hospital Treatment of Status Epilepticus (PHTSE)  
Alldredge et al. N Engl J Med 2001;345:631-7. 

LORAZEPAM 

(N=66) 

DIAZEPAM 

(n=68) 

PLACEBO 

(n=71) 

% of patients 
SE terminated 

prior to ED arrival 
59.1 42.6 21.1 

LORAZEPAM vs 

PLACEBO 

LORAZEPAM vs 

DIAZEPAM 

DIAZEPAM vs 

PLACEBO 

Odds ratio (95% CI) 

for SE termination 

    Unadjusted 

    Adjusted 

5.4 (2.3-13.2) 

4.8 (1.9-13.0) 

1.9 (0.9-4.3) 

1.9 (0.8-4.4) 

2.8 (1.2-6.7) 

2.3 (1.0-5.9) 

Odds ratios adjusted for ethnicity, interval from SE onset to study treatment and from study treatment to ED 

arrival, and cause of SE within prognostic group 

Conclusion 

• Lorazepam and diazepam better than placebo 

• Lorazepam probably better than diazepam 

 



Disposition of Patients from the Emergency Department 
Alldredge et al. N Engl J Med 2001;345:631-7. 

0%
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40%
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YES NO

Home

Hospital Ward

ICU

32%* 

19% 

38% 

8% 30% 

*P<0.001 

% 

Patients 

SE Continuing At ED Arrival? 

N=122 N=83 

73%* 

Conclusion 

Stopping seizures prior to ED arrival keeps patients from 

needing to go to the ICU and makes them more likely to be 

able to go directly home 

 



Midazolam levels near 80% of peak as early as 5 minutes 

after IM administration  
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IM midazolam stops seizures 4 times faster than IM 

diazepam (in mice)  
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0.2 mg DZP
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higher dose
0.4 mg DZP
0.2 mg MDZ

90 ± 7 min
Raines, Epilepsia. 

1990;31:313-7 



Kapur J, Macdonald RL.  J Neurosci 1997;17(19):7532-40. 

Efficacy of benzodiazepines decreases with every 

minute of ongoing status epilepticus  



Review: IV diazepam versus IM/IN midazolam for treatment of seizures 

Comparison: 01 Effectiveness of IM/IN MDZ as compared to IV DZP                                                            

Outcome: 01 Termination of seizure                                                                                     

Study 

 IV 

Diazepam 

 IM/IN 

Midazolam  RR (fixed)  Weight  RR (fixed) 
 n/N  n/N  95% CI  %  95% CI 

 Chamberlain          
    11/13         12/13         

  8.99      0.92 [0.69, 1.21]        

 Lahat                
    24/26         23/26         

 17.23      1.04 [0.87, 1.25]        

 Rainbow              
    23/62         23/45         

 19.96      0.73 [0.47, 1.12]        

 Mahmoudian           
    28/35         21/35         

 15.73      1.33 [0.97, 1.83]        

 Shah                     54/65         45/50         
 38.10      0.92 [0.80, 1.07]        

Total (95% CI) 201           169 100.00      0.97 [0.86, 1.09] 

Total events: 140 (IV Diazepam), 124 (IM/IN Midazolam) 

Test for heterogeneity: Chi² = 6.87, df = 4 (P = 0.14), I² = 41.8% 

Test for overall effect: Z = 0.54 (P = 0.59) 

 0.5  0.7  1  1.5  2 

 Favors IM/IN MDZ  Favors IV DZP 

Meta-analysis of IM/IN midazolam shows the same efficacy 

as IV diazepam 



Review: IV diazepam versus IM/IN midazolam for treatment of seizures 

Comparison: 01 Effectiveness of IM/IN MDZ as compared to IV DZP                                                            

Outcome: 02 Time to seizure control                                                                                    

Study 
 IV DZP  IM/IN MDZ  WMD (fixed)  Weight  WMD (fixed) 

N Mean (SD) N Mean (SD)  95% CI  %  95% CI 

Chamberlain             11  11.20(3.60)    13  7.80(4.10)        3.51      3.40 [0.32, 6.48]         

Lahat                   26   8.00(4.10)    26  6.10(3.60)        7.58      1.90 [-0.20, 4.00]        

Shah                    65   4.20(2.30)    50  1.60(0.90)       88.91      2.60 [1.99, 3.21]         

Total (95% CI)    102                          89 100.00      2.58 [2.00, 3.15] 

Test for heterogeneity: Chi² = 0.68, df = 2 (P = 0.71), I² = 0% 

Test for overall effect: Z = 8.74 (P < 0.00001) 

 -10  -5  0  5  10 

 Favors IV DZP  Favors IM/IN MDZ 

Meta-analysis of IM/IN midazolam shows more rapid 

termination of seizures compared to IV diazepam 



Rapid Anticonvulsant Medication 

Prior to Arrival Trial (RAMPART) 

overview 

 

• Paramedic treatment of status epilepticus 

• Standard treatment is IV benzodiazepine 

• IV starts difficult / dangerous in the convulsing patient 

• Best IV agent, lorazepam, impractical for EMS 

• IM treatment is faster and easier 

• Best IM agent, midazolam, is practical for EMS 

 



 

• IM midazolam autoinjector v. IV lorazepam 

• Double dummy blinded design 

• Exception to consent for emergency research 

• Outcome: termination of seizure prior to ED arrival 

• Sample 1024 enrollments (512 per group) 

• Intention to treat, non-inferiority analysis 

 

Rapid Anticonvulsant Medication 

Prior to Arrival Trial (RAMPART) 

overview 



Aims 

Primary Hypothesis 

• IM midazolam is as effective as IV lorazepam at 

stopping convulsions prior to ED arrival 

 

Secondary Hypotheses 

• Convulsions stop more rapidly with treatment 

with IM midazolam versus IV lorazepam 

• There is no difference in safety between the two 

treatments 



Inclusions 
• Convulsive seizure activity for > 5 minutes 

• Patient is still seizing 

• Estimated weight > 13 kg 

Exclusions 
• Major trauma precipitating seizure 

• Hypoglycemia 

• Known allergy to midazolam or lorazepam 

• Sensitivity to benzodiazepines 

• Cardiac arrest or heart rate <40 beats/minute 

• Known pregnancy 

• Prisoner 



Study Intervention 

• Two packages in each box, Child dose and Adult dose 

• Each package has one IM injector, one IV dose, one of 

which is active, the other is dummy 

 

• Child (13- 39 kg) – Lorazepam 2 mg or Midazolam 5 mg 

• Adult (40 kg and up)– Lorazepam 4 mg or Midazolam 10 mg 

 

• Midazolam is in an autoinjector 

• Lorazepam is given IV 



Autoinjector 

midazolam 

Autoinjector 

placebo 

IV syringe 

lorazepam 

IV syringe 

placebo 

IM Route 

IV Route 

IM Active 

Treatment 

IV Active 

Treatment 
Randomized to: or 

Graphical representation of double-dummy design 
All subjects get active treatment by either IM or IV route 



Synopsis - Dose 

Infants and Children 

Estimated < 13 kg 

Are NOT enrolled 



Synopsis - Dose 

Children (13-39 kg) 

purple dose tier 
Lorazepam 2 mg or Midazolam 5 mg 



Synopsis - Dose 

 
 

 

 

Lorazepam 4 mg or Midazolam 10 mg 



Synopsis - Dose 

 
Lorazepam 4 mg or Midazolam 10 mg 



Primary outcome 

• Proportion of subjects with termination of 

clinically evident seizure determined at arrival in 

the Emergency Department (ED) after a single 

dose of study medication. 

 

• Non-inferiority analysis designed to detect 

greater than 10% absolute difference in 

proportion with termination at ED arrival.  



Secondary outcomes 

• Rapidity of seizure termination 

• Frequency of subsequent tracheal intubation 

• Frequency and duration of ICU and hospital stay 

• Frequency of seizure recurrence 

 



Sample Size 

• Non-inferiority margin of 10% 

• Power of 0.90 

• Significance at 0.05 

• Inflation for data loss and recidivists at 15% 

 

• N = 1024 



Special Challenges 

• Investigational New Drug application 

• Exception from Informed Consent 

• Time data collection in the field 



Human subjects protection 

Benefits  

• Both arms are accepted therapy 

• Potential for direct benefit to subjects 

 

Challenges 

• Exception to Informed Consent 

• IRB approval at all receiving hospitals 

 



Exception to Informed Consent 

• Community Consultation 

• Public Notification 

 

• Local Context 

• Centralized Support 

 

• Local Outreach – attend community meetings 

• Patient Focus Groups – survivors and clinics 

 



EFIC, CC, and IRB process 

• 225 community consultation activities at 17 hubs  

• involving more than 23,898 participants 

• >6,842 of whom provided direct feedback 

 

• IRB’s for 321 sites reviewed and approved 





EMS training and deployment 

• 4,314 medics trained 

 

• 40 EMS Services in 14 States 

– Fire Service (67%) 

– Third Service or Hospital Based (33%) 

 

• Wide ranging EMS system sizes 

– >100,000 runs/year (20%) 

– <5,000 runs/year (27%) 

 

• Ambulances, Supervisor Units, Engines 



Enrollment 

• 893 subjects were enrolled 1023 times 

 

• Only the first enrollment of those enrolled 

more than once is included 

 

• 732 in the Per Protocol (PP) population 



Enrollment 

• First subject in 6/15/2009 

 

 

 

 

• Last subject in 1/14/2011 







Close-Out Performance 

Last enrollment  

1/14/2011 

Last subject to reach end-of-study 

4/10/2011 

Database locked 

4/22/2011   



 



Baseline Characteristics 



Demographics - Age 



Etiology of SE in the study 

Prior history 
of seizure 

65% 

New onset 
seizure 

27% 

Other 
1% 

Non-epileptic 
spell 
7% 



Primary Outcome 

Silbergleit R et al. N Engl J Med 2012;366:591-600 



Primary Outcome 

Silbergleit R et al. N Engl J Med 2012;366:591-600 



Secondary Outcomes 



Time Outcomes 

Silbergleit R et al. N Engl J Med 2012;366:591-600 



In-field stability and temperature 
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Summary – accompanying editorial 

 

“…the findings in this study should lead to a 

systematic change in the way patients in status 

epilepticus are treated en route to the hospital.” 

 

Lawrence Hirsch 



Summary 

• Intramuscular midazolam is the optimal initial 

prehospital treatment for status epilepticus by 

paramedics 

• Next steps are facilitating clinical (T2) translation 

• Focus on the next step… what is the optimal 

second line agent in the ED for those with status 

epilepticus refractory to benzodiazepines? 
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Loss of lorazepam potency with time in the field 
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Prehospital Intubations 

• PHTSE (supported respirations BVM / intubation) 

– IV LZP 7/66 11% 

– IV DZP 6/68 9% 

– IV Placebo 11/71 15% 

 

• RAMPART (completed / attempted advanced airway) 

– IV LZP 7/509 1% 

– IM MDZ 13/514 3% 



Persistent seizures and intubation 

• Primary outcome predicts intubation (enrollments) 

– Treatment success 105/691 15% 

– Treatment failures 95/33  29% 

 

• About 1/3 enrollments were seizing at the time of 

intubation 

 

• Most had additional benzodiazepines in the ED 

prior to the decision to intubate 



Most intubations in older adults 



IV not administered 

IM midazolam 

(N=448) 

IV lorazepam  

(N=445) 

IV not administered n(% of total ITT) 216 (48%) 148 (33%) 

Reason n(% of total ITT) 

  Seizure stopped before IV could be started 174 (39%) 95 (21%) 

  Medics unable to start IV before ED arrival  27 (6%)  42 (9%) 

  Other 15 (3%) 11 (2%) 







Study materials 
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Brain midazolam concentration remains high even as 

serum concentration is dropping  
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Megarbane, Toxicology Letters 2005;159:22–31 



Duration of seizure suppression with midazolam is hours, 

and similar to that of diazepam 

Towne, J Emerg Med 1999;17:323–328 
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Time interval data 

Time Median (minutes) 

Est. vehicular arrival on scene to box open 8.0 

Box open to active drug  1.7 

Active drug to seizure cessation   2.6 

Still in rough analysis 



Intervention 

• Two packages in each box, Child dose and Adult dose 

• Each package has one IM injector, one IV dose, one of which is 

active, the other is dummy 

 

• Child (13- 39 kg) – Lorazepam 2 mg or Midazolam 5 mg 

• Adult (40 kg and up)– Lorazepam 4 mg or Midazolam 10 mg 

 

• Midazolam is in an autoinjector 

• Lorazepam is given IV 





Synergism 

• Midazolam (MDZ) has rapid absorption and 
onset of action after intramuscular (IM) delivery 
than diazepam and other anticonvulsants. 

 

• Important to CounterACT 

 

• Important in clinical EMS practice 

 

 



CounterACT Executive Summary 

Importance 

• Importance to CounterACT 

– The advanced anticonvulsant system (AAS), an 
autoinjector containing midazolam, is meant to 
improve outcomes from nerve agent exposures when 
included with pralidoxime and atropine autoinjectors, 
but it requires clinical testing for FDA approval. 

 

– Testing in the EMS environment is relevant to use in 
homeland security and military applications. 



CounterACT Executive Summary 

Importance 

• Importance to clinical practice 

– 200,000 cases of status epilepticus in the US every 
year resulting in as many as 55,000 deaths 

– Existing prehospital treatments are suboptimal 

– A midazolam IM autoinjector promises to benefit 
patients treated by paramedics for status epilepticus 
(SE) in routine prehospital clinical practice where the 
administration of intravenous (IV) agents is 
complicated by the risk and difficulty of starting 
venous access in convulsing patients in environments 
that are usually poorly controlled 





Foundational principles of the plan: 

these are the underlying ethical purposes that we 

infer from the rules at 21 CFR 50.24.  We use 

these as the goals to meet to define successful 

implementation.  These principles are: 

 

•Understanding 

•Respect 

•Transparency 

 



Understanding 

• the information we wish to obtain from 

community consultation is the variety of values 

and narratives of the people to whom we talk.  

The research to be conducted is the stimulus for 

the discussion, but the goal is for us to better 

understand them. 



Respect 

• local investigators will demonstrate respect by 

going to community gatherings to make 

presentations, rather than by asking the 

community to come to us.  The process is one of 

humility that emphasizes personal interaction. 

 



Transparency 

• public notification is about having nothing to 

hide.  Adequacy is determined by the fullness of 

disclosure and the ease of accessibility rather 

than a head count of recipients or viewers. 



Status Epilepticus at the Time of Emergency Department Arrival 
Alldredge et al. N Engl J Med 2001;345:631-7. 

Variable 

LORAZEPAM 

(N=66) 

DIAZEPAM 

(n=68) 

PLACEBO 

(n=71) 

% of patients 

SE terminated 

Ongoing SE 

59.1 

40.9 

42.6 

57.4 

21.1 

78.9 

LORAZEPAM vs 

PLACEBO 

LORAZEPAM vs 

DIAZEPAM 

DIAZEPAM vs 

PLACEBO 

Odds ratio (95% CI) 

for SE termination 

    Unadjusted 

    Adjusted 

5.4 (2.3-13.2) 

4.8 (1.9-13.0) 

1.9 (0.9-4.3) 

1.9 (0.8-4.4) 

2.8 (1.2-6.7) 

2.3 (1.0-5.9) 

Odds ratios adjusted for ethnicity, interval from SE onset to study treatment and from study treatment to ED 

arrival, and cause of SE within prognostic group 

Conclusion 

• Lorazepam and diazepam better than placebo 

• Lorazepam probably better than diazepam 

 



Disposition of Patients from the Emergency Department 
Alldredge et al. N Engl J Med 2001;345:631-7. 
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Conclusion 

• Stopping seizures prior to ED arrival keeps patients 

from needing to go to the ICU and makes them more 

likely to be able to go directly home 

 



Autoinjector 

midazolam 

Autoinjector 

placebo 

IV syringe 

lorazepam 

IV syringe 

placebo 

IM Route 

IV Route 

IM Active 

Treatment 

IV Active 

Treatment 
Randomized to: or 

Synopsis - double-dummy design 
All subjects get active treatment by either IM or IV route 



• We need to be… 

 

Heedful 

Respectful 

Transparent 

Humble 

Purpose 



• We need to be… 

 

Heedful  Comm. Consult. 

Respectful  Comm. Consult. 

Transparent  Public Disclosure 

Humble  Comm. Consult. 

Purpose 



• We need to be… 

 

Heedful  Listen and consider 

Respectful  Go to the people 

Transparent  Keep nothing concealed 

Humble  Do it yourself 

Purpose 



Neurological Emergencies Treatment Trials (NETT)   

 

Intramuscular midazolam v. intravenous lorazepam in the 

pre-hospital treatment of status epilepticus:  

the Rapid Anticonvulsant Medication Prior to Arrival Trial 

(RAMPART) 

This work was primarily supported by award 5U01NS056975-04 from the 

National Institute of Neurological Disorders and Stroke (NINDS), the 

Office of the Director, National Institutes of Health (OD), BARDA, and the 

NIH CounterACT program 

The Rapid Anticonvulsant Medications Prior to Arrival Trial



Enrollment 

• First subject in 

6/15/2009 



Importance 

• Importance to clinical practice 

– 200,000 cases of status epilepticus in the US every 
year resulting in as many as 55,000 deaths 

– Existing prehospital treatments are suboptimal 

– A midazolam IM autoinjector promises to benefit 
patients treated by paramedics for status epilepticus 
(SE) in routine prehospital clinical practice where the 
administration of intravenous (IV) agents is 
complicated by the risk and difficulty of starting 
venous access in convulsing patients in environments 
that are usually poorly controlled 



Aims 

Primary Hypothesis 

• IM midazolam is as effective as IV lorazepam at 

stopping convulsions prior to ED arrival 

 

Secondary Hypotheses 

• Convulsions stop more rapidly with treatment 

with IM midazolam versus IV lorazepam 

• There is no difference in safety between the two 

treatments 



Primary Outcome 

Silbergleit R et al. N Engl J Med 2012;366:591-600 



Exception from Informed Consent Clinical Trials in the 

Neurological Emergencies Treatment Trials (NETT)   

 
 

 

1U01NS056975-01 

Robert Silbergleit  

NETT Clinical Coordinating Center  

University of Michigan, Ann Arbor 



Objectives 

NETT EFIC Clinical Trials 

The NETT Approach to EFIC 

Our Experience 

 



Orientation to the NETT 

• Created in 2007 

• ED oriented but multidisciplinary 

• 17 Hubs, CCC, SDMC, NINDS 



NETT Network 

New York
Presbyterian
Hospital

Virginia
Commonwealth
University

Uni v. of
Maryland

Stanford University Medical Center

Oregon Health &

Science University

Coordinating Centers

Hub Sites

UCSF San Francisco General

University of Arizona

Hennepin County

Medical College of Wisconsin Wayne State

Henry Ford

University of Cincinnati

University of Kentucky

Emory University

University of
Michigan Clinical
Coordinating
Center

Temple

Uni v. of
Penn.

Medical University
of South Carolina
Statistical & Data
Management
Center

University of Texas
Medical Center
at Houston



Orientation to the NETT 

• Funded infrastructure 

• Trials supported by independent grants 

• Goal is a full pipeline 







In the pipeline 

• SHINE 

 

• ARCTIC 

 

• ESETT 

 

• Duration of Hypothermia after Cardiac Arrest 

 

• And many more in earlier stages….. 



NETT Approach to EFIC 

• Promoting collegiality and collaboration within 

and between clinical sites 

• Providing centralized resources and 

coordination while respecting local control   

 



NETT Approach to EFIC 

• Promoting collegiality and collaboration within 

and between clinical sites 

– Bringing people together 

– Human subjects protection coordinator 

– Network HSP working group 
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NETT Approach to EFIC 
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and between clinical sites 

– Bringing people together 

– Human subjects protection coordinator 

– Network HSP working group 

 



NETT Approach to EFIC 

• Providing centralized resources and 

coordination while respecting local control  

– Shared resources 

– Standardized reporting 

– Information technology  

 



NETT Approach to EFIC 

• Providing centralized resources and 

coordination while respecting local control  

– Shared resources 

– Standardized reporting 

– Information technology  

 

S um m ary o f op en en ded com m en ts .#indicatescommentscodedassupportive* indicatescommentscodedasconcerned

Selec ted C om m ents

m em be r though t the study was a good idea. She has a friend w ho has se izu res and she w ill

pass th is in fo rm a tion on to he r.

#
P erson "in terested in f inding ou t about se izu re resea rch". W an ted to know how people we re

re ferred . W as conce rned about e th ics . E xp la ined C C and PD effo rts. She thought adve rtis ing on

m etro buses shou ld be cons idered because peop le w ith se izu res usually don

’t d rive .

In te rested in th R A M PA R T study . W an ted to hea r deta ils about the study. She a ttended the

Ep ilepsy S ym pos ium but w as unab le to speak w ith us afte rwards . She has se izu res and wanted

in fo rm a tion m ailed to he r abou t lib rary m ee tings and Epilepsy support g roup on 7-17 . She was

a lso in fo rm ed about the opt ou t o r in b race le ts.

S aw news cast on channel 12 . H er son is 6 years o ld and has ep ilepsy

G ood job exp la in ing.

#
V e ry in form ative .

#

Is th is type o f s iezu re a one t im e occu rence? S tudy T m . R esponse : N o, e lectrica l signa ls can ge t

ou t o f rhythm caus ing siezures- m os t o f the t im e the b ra in ge ts con tro l and the se izu re stops .

S om et im es when param ed ics arrive the pt is still se izing and th is can cause serious p roblem s .

Som e p t’s w ith epilepsy ra re ly seize , som e occasionally and som e da ily.

A re you tra in ing pa ram edics outside of the Flo rence area? S tudy T m . R esponse : W e a re tra in ing

param ed ics w ith in the 6 EM S system s taking part in the tria l. Anyone in othe r areas w ill receive

standa rd o f care .

Are there som e m edica l conditions that put peop le m o re a t risk for se izures, like parkinson ’s

d isease? S tudy T m . R espone : Som e people w ith ep ilepsy a re m ore at risk, and the re are othe r

tim es when peop le can have se izu res for va rious reasons.

W hat w ill happen if a p lacebo IM injection is g iven and an IV sta rt doesn

’t happen?

Com ple te L ist o f All C om m ents

Is it possible that apatient might accidentallyget neithermedorbothmeds, sincethemedsareblinded?This typeof information, thedataobtainedbymassstudy, isimportant toimprovetheprotocolsforemergencymedicine.

Summary of closed ended questions.

# in d ic a te s q u e s t io n s fo r w h ic h " s tro n g ly a g re e " o r " a g re e " a re c o d e d a s s u p p o rtiv e a n d in w h ic h "s tro n g ly d is a g re e " o r "d is a g re e " a re c o d e d a s c o n ce rn e d

* in d ic a te s q u e s t io n s fo r w h ic h " s t ro n g ly a g re e " o r "a g re e " a re c o d e d a s c o n c e rn e d a n d in w h ic h "s tro n g ly d is a g re e " o r "d is a g re e " a re co d e d a s su p p o rtive

Questions (in descending order by the number of respondents)

Yes or
Strongly

Agree
Agree Neutral Disagree

No or
Strongly
Disagree

Number of
Respondents

Would you agree to participate in this study?

591 986 685 401 151

# 2814

Allowing family members to give their permission to enroll a

patient in research is acceptable if a patient cannot give

permission themselves.

485 1330 296 155 58

# 2324

It is acceptable for my family members to give permission for me

to be enrolled in a research study, if I am unable to give consent

myself, even if the study might not help me but might help future

patients.
286 1251 344 329 85

# 2295

It is acceptable to do research on patients in my community

without their knowledge, in some emergency situations if the

study might directly benefit/help the patient.

170 687 474 617 179

# 2127

Enrolling patients in emergency research without prior consent is

acceptable to do, in some instances.

125 511 467 779 232

# 2114

Involving patients in a medical research study without asking their

permission is acceptable in emergency situations.

203 584 371 679 254

# 2091

It is acceptable for a medical researcher to include me in a study

that might not help me, but might help future patients if I am not

able to give consent myself.

209 847 367 522 144

# 2089

How do you feel about this study being done in your community?

1491 57 430 12 78

# 2068

I agree with emergency research, that meets 50.24 regulations,

being conducted in my community if it helps future patients.

202 734 393 553 125

# 2007

Does someone you know have seizures?

737 10 2 2 1149

1900

2 1 %

3 5 %
2 4 %

1 4 %

5 %

2 1 %

5 7 %

1 3 %
7 % 2 %

1 2 %

5 5 %

1 5 % 1 4 %

4 %

8 %

3 2 %

2 2 %

2 9 %

8 %

6 %

2 4 %
2 2 %

3 7 %

1 1 %

1 0 %

2 8 %

1 8 %

3 2 %

1 2 %

1 0 %

4 1 %

1 8 %

2 5 %

7 %

7 2 %

3 %

2 1 %

1 % 4 %

1 0 %

3 7 %

2 0 %

2 8 %

6 %

3 9 %

1 % 0 % 0 %

6 0 %

5 9 %

3 4 %

2 % 3 % 2 %

Sum m ary R epo rt o f C om m un ity C onsu lta tion s

Neu ro log ica l Em ergenc ies T rea tm en t T ria ls (NETT) ne twork

Trial RAMPART

IND # 102,254

Report Date: 39915

Overview

Participant Demographics

Number of Hubs reporting:
12

Age (average)
46 years

Number of activity reports:
135

Age <18 years
0%

Number of participants:
29,334 Female

64%

Types of community involved

Male

36%

Percent geographic community:
57%

Percent condition-oriented community: 29%
Race

Percent both types of community
13%

White

84%

Black

8%

Type of consultation activities

Race A
4%

Existing Group Meeting
0

Race NH
0%

Town Hall

0

Race AI or AN
1%

Phone Survey

0

Race >1 race
0%

Focus Group

0

Race Other
2%

Face to Face Interview
0

Internet Survey

0
Ethnicity

Unscheduled Feedback
0

Hispanic/latino
21%

Other

0

Nonhispanic
79%

Feedback Summary

Number of individual respondants
3,715

Number of closed ended responses 29,965

Number of open ended comments 0

Closed Ended Responses
Open Ended Comments

Narrative: This report includes findings from community consultation events that took place between and . It includes

findings from 135 events/activities reported by 12 of the 17 NETT Hub/spoke complexes. These events involved 29334

participants in the consultation process. Guidance documents suggest that community may be defined geographically or by

orientation to the specific condition or disease being studied. Of the reported events, 57% involved a geographic

community, 29% a condition-oriented community, and 13% involved both. Of all participants 3715 provided feedback

including 29965 answers to closed ended questions and open ended comments. Among responses expressing an opinion

74% of closed ended and 69% of open ended comments were supportive.

This is a report of findings from community consultations regarding a proposed clinical trial that can only be performed with exception from

informed consent for emergency research. Community consultations were performed pursuant to 21 CFR 50.24 and related regulatory guidance

documents.

The report consists of a one page overview of the findings, and then additional pages including further descriptive statistics of the community

consultation (CC) events and more detailed descriptions of the feedback provided by participating community members.

Neu ro log
ica l

Em ergen
c ie s

T rea tm e
n t

T ria ls

31%

69%

Support

Concern
26%

74%

Support

Concern



NETT Approach to EFIC 

• Providing centralized resources and 

coordination while respecting local control  

– Shared resources 

– Standardized reporting 

– Information technology  

 



Our Experience - RAMPART 

• 43 IRB’s for 321 entities 

• Submission of local EFIC plan to beginning 

enrollment ranged from 2 to 22 months with 

mean and median of 11 months 

• 1 municipal IRB reviewed and did not approve 
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• 1 municipal IRB reviewed and did not approve 



Our Experience - RAMPART 

• 225 Community Consultation activities 

• 23,898 participants 

• Feedback from 6,846 individuals  

– 50,275 closed ended responses 

– 2,635 open ended responses and comments 

– 78% supportive on qualitative coding 

 



Our Experience - RAMPART 

• visits to existing group meetings (43%) 

• focus groups / interviews (19%) 

• booth or table at events (8%) 

• town hall meetings (9%) 

• random digit dialing or internet surveys (4%) 

• call-in radio talk shows (1%) 

• unscheduled feedback (phone calls, e-mail, etc.)  



Our Experience - RAMPART 

• geographical communities (68%) 

• seizure risk-related communities (32%) 

 



Our Experience - RAMPART 

• general public (56%) 

• parents (13%) 

• children (8%) 

• medical professionals (19%) 

• ethnic or racial (6%) 

• religious (2%) 

• civic leaders (8%) 

• and others  
 

adds up to more than 100% because some events involved multiple categories of participants  



Our Experience - RAMPART 

• 289 public disclosure activities pre/early trial 

• newspaper stories or announcements in 18% 

• radio and television broadcasts in 10% 

– 75% of the estimated audience from these 

• Electronic media (e-mail / website) 19%  

– 11% of the estimated audience 

• brochures, posters, fliers, direct mailings, 

billboards, information booths, presentations, and 

other communications.   



Our Experience - ProTECT 

• EFIC processes and approvals came quicker 

• Evaluations made more consistent across sites 

• PEER-ProTECT built on PEER-RAMPART 



Why 

Why 
How 

What 

Simon Sinek 

Start with Why 
http://www.ted.com/talks/simon_sinek 

http://www.ted.com/talks/simon_sinek


Why 

Make 

people 

better 
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RAMPART 

ProTECT 

ALIAS 

POINT 

SHINE 



A large simple trial…. 

“What is written without effort is in general read 

without pleasure.” 

 Samuel Johnson 

 

Or….. 

 

Simple ≠ Easy 

 



Baseline Characteristics 



Primary Outcome 

Silbergleit R et al. N Engl J Med 2012;366:591-600 



Secondary Outcomes 



Secondary Outcomes (continued) 



Time Outcomes 

Silbergleit R et al. N Engl J Med 2012;366:591-600 



Time Outcomes 

Silbergleit R et al. N Engl J Med 2012;366:591-600 


