What is Status Epilepticus (SE)?

Status Epilepticus (SE) is a life-threatening condition in which the brain is in a state of persistent seizure.  SE is defined as a seizure or recurrent seizures lasting longer than five minutes without stopping or regaining consciousness (waking up). 
What is Established Status Epilepticus (ESE)?

A person whose seizure does not stop despite receiving a full dose of medicine (a benzodiazepine like valium) to make it stop is considered to have Established Status Epilepticus (ESE).
SE Background/Facts
· Status Epilepticus is life-threatening.

· There are approximately 120,000 – 180,000 episodes of SE each year in the US.  

· About one third of SE patients continue to have a seizure despite receiving adequate doses of medicine (benzodiazepines) to make it stop.
· SE affects individuals of all ages, from the very young to the elderly.

What are the long term effects of SE?

SE can: 

· Affect one’s ability to think and remember things
· Prevent a person from being able to return to work, function normally or independently

· Limit awareness 

· Cause permanent brain damage

· Cause death

What is currently done to treat SE?

When a patient having seizures does not respond to a drug like valium (which is a benzodiazepine) doctors may give one of the study drugs to try to stop the seizure.  They may also completely sedate the patient with drugs such as propofol or phenobarbitol.  This sedation may cause the patient to stop breathing so the doctor will place a breathing tube in the patient’s throat and use a machine to breathe for the patient.  In some cases, the doctor may have to use two or more different drugs to stop the seizures.
What is ESETT?
ESETT is an emergency medicine study designed to try to save and improve the lives of people who experience a seizure that will not stop on its own or has not responded to a benzodiazepine (like valium).  Emergency department care of these patients in the US is not the same everywhere.  
Because it is not known which drug best treats a long lasting seizure, different doctors use different drugs to try to stop it.  This study plans to look at three commonly used medicines given in the emergency departments for a long lasting seizure: fosphenytoin (fPHT), valproic acid (VPA), and levetiracetam (LVT) to learn which treatment is most effective at stopping a seizure quickly. 

All three medications are approved by the Food and Drug Administration for the prevention of seizures.  All three drugs are considered investigational drugs in this study.  Levetiracetam and valproic acid have been approved by the Food and Drug Administration (FDA) to prevent seizures in adults and children, but not to stop prolonged seizures as in status epilepticus.  Doctors have used both of these drugs “off-label” to safely stop prolonged seizures for years.  Fosphenytoin (fPHT) has been approved by the FDA to stop prolonged seizures in adults, but not in children.  Doctors have also used fosphenytoin to safely stop seizures in children for years.

Why is ESETT important?
The best possible outcomes in patients having a seizure that will not stop after receiving a full dose of a benzodiazepine (like valium) are likely to depend on a treatment that leads to a rapid stop of the seizure.  This study will help researchers figure out which drug works best.

What is the purpose of this study?
The reason for doing this study is to find out which of three commonly used drugs for ESE is safer and faster at stopping seizures.

Who will be included in the study?
· Any patient who is ≥ 2 years or older with an
· Active recurrent or ongoing seizure lasting longer than five minutes, and 
· Has already received an adequate dose of benzodiazepine (like valium) in the past 5-30 minutes for a generalized tonic-clonic seizure could be enrolled. 
Who will not be included in the study? 

· Any person less than 2 years of age

· Women known to be pregnant

· Prisoners or anyone in police custody
· Patients who have said they do not want to be in the study by a medic alert tag or out-out bracelet

How will someone be entered into the study?

Every patient coming to the ED who is eligible for the study will get study treatment.  
What will happen to participants in the study?

Everyone in this study gets medicine for their seizure given into a vein.  Everyone will be randomly assigned to receive one dose of one of the study medicines.  Random means assigned by chance, like the flip of a coin.  Initially 1 in 3 patients will get fosphenytoin, 1 in 3 get levetiracetam, and 1 in 3 get valproic acid.  As the study goes on, if one drug does not appear to be as effective as the others, it will be given less frequently. Neither the study participant nor their doctor will know which study medicine they received.
Medical information about the study participant and their condition will be collected.  
After the study medicine is given, blood samples may be taken to measure the amount of study drug in the blood.
If the seizure does not stop doctors will follow their normal procedure and give extra medication to make it stop or prevent more seizures.  The extra medicine could be one of the three medicines being studied or a different medicine.

How is ESETT different from other studies?
Normally, researchers get permission before a person can be included in a study.  A person having a seizure will not be able to give consent. Since a seizure that will not stop on its own must be treated quickly, there will not be enough time to locate and talk to the person’s legal representative about the study.  All patients will be enrolled in the study without his/her legal representative’s consent.  This is called “Exception from Informed Consent” (EFIC).  Once the representative is located or the participant wakes up, they will be told about the study and asked to give their permission to continue in the study.
The study team will also ask the participant or their representative some questions to find out what they think about being enrolled in the ESETT study under EFIC (without their consent ahead of time).
What is Exception from Informed Consent (EFIC)?
The U.S. Food and Drug Administration (FDA) is an agency of the federal government that oversees human research involving medicine.  The FDA has allowed a set of special rules, called “Exception from Informed Consent” (EFIC), to guide emergency research.  EFIC allows research studies to be done in certain emergency situations. 

EFIC applies only when: 

· The person’s life is at risk, and
· The treatments we have don’t work, and 

· The study might help the person, and

· It is not possible to get permission:

· from the person because of his or her medical problem or

· from the person’s legally authorized representative because the medical problem must be treated very quickly..

Before researchers may do a study using EFIC, they must provide information about the study to the community and get their feedback.  This is known as public disclosure and community consultation. 
What are the benefits of this study?

Because we do not know which of the study drugs is better, you may benefit from receiving a better medicine, but this is not guaranteed.  You may not get any benefit from being in this research study.  However, the information that we obtain from this study may help patients in the future.  The information may help us to provide more effective drugs in the future for patients with seizures.

What are the other risks of the study?

It is possible that one of the three study treatment groups may have a better outcome. If this is the case, people in one treatment group may not have as good an outcome as those in the other groups.  

What are possible risks of the study drugs?
The study medicines, fosphenytoin, levetiracetam and valproic acid, are all anti-convulsants, but they work in different ways, and have different risks.  The risks of the study medicines are the same whether they are given in the study or for treatment of seizures outside of this study.
The study medicines, fosphenytoin, levetiracetam and valproic acid, are all anti-convulsants, but they work in different ways, and have different risks.  The risks of the study medicines are the same whether they are given in the study or for treatment of seizures outside of this study. 

Risks and possible side effects of any of the study medicines include drowsiness, dizziness, an allergic reaction, or pain, discomfort, or inflammation where you got the injection in the vein.  In addition, fosphenytoin may cause low blood pressure, slow heart rate, vasculitis, or skin rash.  Levetiracetam may cause behavior changes such as nervousness, confusion, or aggression.  Valproic acid may also cause a skin rash and liver or pancreas problems.  There may be other unknown risks as well.
There may be other risks if you are pregnant.  Having seizures may cause risk to the fetus, and all of these drugs may cause damage to the fetus in sustained use.  There are no known risks to the pregnancy of a single dose of any of the study medicines. There may be risks of the study medicines to a pregnant woman or a fetus that are not yet known.  Women who are known to be pregnant will not be enrolled in the study, but it will not be possible to obtain the results of a pregnancy test before enrollment.  This is because prolonged seizures are dangerous.  If you are currently pregnant, you should inform the study team and your doctor.

Who is funding the study?

The National Institute of Neurological Disorders and Stroke (NINDS)
How many sites are participating in ESETT?

The ESETT study is part of the Neurological Emergencies Treatment Trials (NETT) and PECARN Networks.  Both Networks are funded by the National Institutes of Health, an agency of the federal government.  Both Networks are made up of over 39 institutions and their surrounding hospitals.  The following hospitals that will be participating in ESETT in this area include: <<institution name >>.
When does the study start?  

We expect that the study will start entering people on or after June 2015 and will continue until 795 people have been entered across the U.S.  We expect to enter approximately <<local enrollment # expected should be recorded here>> people locally at <<local enrolling hospital name here>>.
What if I don’t want to take part in this study? (Make relevant to what is being used locally.)
You do not have to take part in the ESETT study.  There are two methods for opting out.

1. Through a Medic Alert™ membership. If you have an existing medic alert tag or bracelet you can add “ESETT Study Declined” to it or on your Emergency Medical Information Record (EMIR) available through your medic alert membership.  If you would like to find out more information about your existing medic alert services or for a new membership visit: www.medicalert.org  
2. Call us to request an Opt Out bracelet be sent to you to wear with the words “ESETT declined”.  You will need to wear this bracelet at all times during the study period (approx.5 years), or else you could be enrolled. 

If you do not participate in the study, you will receive the standard medical treatment provided for established status epilepticus at the hospital in your community.
Can I choose which treatment I receive in the study? 
No.  The treatment given to each patient is determined at random.  This is done to make sure the comparison of the three treatment groups is fair.  

What if there is a problem and we need to know what drug I received?

In most cases, neither you nor the study team will know which study drug you received.  In some cases, your doctor will want to know which study drug you got in order to continue to treat you.  In that case, the study team will quickly find out which study drug you received. 
Where can I learn more about the study?

Before the study starts, community meetings will be held to give information, answer questions and get feedback about the study.  There will also be information in the newspapers, TV and radio.

To talk to a local study team member or for a schedule of upcoming study meetings in your area please contact us via:

Local Contact List:
Phone (XXX)

email: (XXX)
website: (XXX)

Address: (XXX)

Study Summary

Everyone in this study will be treated with a medication for their seizure.  Everyone will get a dose of one of the study drugs through an intravenous (IV) catheter (a tiny plastic tube directly into a vein).  At the beginning of the study 1/3 of patients will randomly get fosphenytoin, 1/3 levetiracetam and 1/3 valproic acid.  As the study goes on, if one drug does not appear to be as effective as the others, it will be given less frequently.
After the study medicine is given, blood samples may be taken to measure the amount of study drug in the blood.
If the seizure does not stop doctors will follow their normal procedure and give extra medication to make it stop or prevent more seizures.  The extra medicine could be one of the three medicines being studied or a different medicine.
People who are part of this study are told about the study as soon as possible.  At that time, a study team member will speak with the person and tell them about their entry into the study.  The study team member will ask if they wish to continue in the study.  If a patient is not alert or is too injured to make this choice for him/herself, then the legally authorized representative, LAR (a person legally responsible for the patient) would be notified about the research and asked if the participant would choose to continue in the study or not.  
A Participant or an LAR can refuse to continue or can continue but stop taking part in this study at any time.  If a decision is made to stop taking part in the study, any information that has already been collected about the participant while they were in the study will continue to be used as part of the study results.
Study participants who choose to continue in ESETT will not receive any more study medication than what they have already been given.  Continuing in the study also does not involve any more tests or procedures related to the study.  

For participants who decide to continue in the study, we will record medical information about them until they are discharged from the hospital.  
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