1

Every Child By Two and the Sabin Vaccine Institute Briefing on the Autism Omnibus Proceedings 6/4/2007 – 10:00 A. M. EASTERN TIME

OPERATOR:  Hello, and thank you for joining today's Every Child by Two and Sabin Vaccine Institute briefing on Autism Omnibus proceedings.  As a reminder, all lines will be on listen-only mode.  We will conduct a question and answer session at the end of the call.  At this time, it is my pleasure to turn the call over to Ms. Amy Pisani from Every Child by Two.
AMY PISANI:  Good morning.  Thanks to everyone here and thanks to the callers that have phoned in today to hear about the Omnibus Autism proceeding.  We have several experts in this area that will be talking to you about the issue and trying to help bring folks up to speed on something that's pretty complicated but I think the folks here are well equipped to explain it in a way that we can all have a better understanding of some events that will start taking place next week.  
I just want to introduce the Sabin Vaccine Institute and then I'm going to just talk about Every Child by Two just for a moment.  The Sabin Vaccine Institute is a non-profit public organization dedicated to saving lives by stimulating the development and distribution of vaccines throughout the world.  The institute is committed to continuing the work of Dr. Albert Sabin, who was the developer of the oral live polio virus, who envisioned the enormous potential of vaccines to prevent deadly diseases.  Later in the call and here in person we'll hear from Dr. Peter Hotez, who is current president of the Sabin Vaccine Institute.  
So Every Child by Two, as hopefully some of you know, is the campaign for early immunizations and our co-founders are former First Lady, Rosalynn Carter and former First Lady of Arkansas, Mrs. Betty Bumpers.  And these two ladies have been working to promote vaccines among children, timely immunizations, for more than 30 years.  They started Every Child by Two 15 years ago as a result of the measles outbreak that killed many, many children and spread throughout the country quite rapidly.  And it's our goal to ensure that children are immunized by age two with the majority of their vaccines.  
I think I can speak for the whole vaccine community when I say that we're really looking forward to these proceedings, the judicial proceedings, happening and putting to rest an issue that is very, very complicated for parents.  And I think that although the scientific evidence around the world has shown that there is clearly no link between vaccines and autism, it just seems in this litigious society that we live in, I just don't -- maybe folks won't believe this until they hear it from the courts.  I think it's also our hope and I think I can speak for the vaccine community that science will prevail in the court system that it will be based on science and not emotion.  
And I think that after you hear from the folks today, you'll clearly understand where we're coming from in that area.  So without further ado, I'm going to start introducing the folks.  I think I'll introduce them one at a time because they have such incredible credentials, that I don't want to go through them all at once.  I think I'll end up missing some pieces.  
So first I'm going to introduce Randy Moss, and he is a partner at WilmerHale.  He is the co-chair of the firm's government and public policy litigation group and a member of the appellate and Supreme Court practice group and the Defense, National Security and Government Contracts Department.  He received his BA from Hamilton College and his law degree from Yale Law School.  He was also editor of the Yale Law Journal.  I just wanted to mention that he was recently recognized by Washingtonian magazine as one of the top constitutional and appellate lawyers in Washington, D.C.  
Just one thing before he starts, I wanted to mention that calls will be taken at the end of all three speakers.  And we are taking calls only from reporters, so we'll take calls first from the folks in the room and then we'll move it over to the phone lines.  Thank you.  Randy?
RANDY MOSS:  Thanks Amy.  As Amy said, I'm Randy Moss and I'm a partner at WilmerHale, a law firm in town here, a national law firm.  And my practice includes, among other things, providing advice to pharmaceutical clients on vaccine policy and legislation.  And I have, over the years, spoken at various events relating to vaccines and the vaccine compensation program, including meetings of the Advisory Commission on Childhood Vaccines, the National Vaccine Advisory Committee and before the American College of Obstetricians and Gynecologists.  
I'd like to take a few minutes this morning to just talk about the history of the Vaccine Injury Compensation Program and how it operates.  And then after all the speakers have had a chance to speak, I'll be happy to answer any questions.  As folks in this room know far better than I do, vaccines have been a miracle of modern medicine. They prevent thousands of childhood deaths every year.  They prevent many, many more serious illnesses.  But with all medical interventions there's at least a very small risk of injury.  
In the 1980s there was a dramatic decrease in the number of manufacturers of childhood vaccines.  There was also a large increase in litigation, mostly involving claims that DTP vaccine caused encepolopathy.  In 1980, for example, there were 24 lawsuits.  By 1985 that number had climbed to 150 lawsuits.  The litigation costs increased dramatically and it became extremely difficult and expensive for manufacturers to obtain insurance.  There was one vaccine manufacturer, in fact, that dropped out of the market for a period of time because it was unable to obtain insurance.  
The price of DTP vaccine increased by 2000% in two years.  And by 1986, a single dose cost $11.40.  Eight dollars of that amount was for an insurance reserve.  And only one manufacture of DTP vaccine remained in the U.S. market.  And there were shortages of DTP vaccine.  Overall, there were only three manufacturers of childhood vaccines left in the U.S.  Congress looked at this system and concluded two things.  First, it concluded that the tort system did not work very well.  It was expensive, time-consuming and inconsistent.  
Second, Congress concluded that the tort system was creating disincentives for developing and manufacturing vaccines.  And I can read to you just one sentence from the House report about a company adoption of the vaccine injury compensation program.  There, Congress recognized that a withdrawal of even a single additional manufacturer would present the real possibility of vaccine shortages and in turn, increase the numbers of unimmunized children and perhaps a resurgence of preventable disease.  
So Congress designed a system to address these two problems.  The goal was to provide fair, prompt and generous compensation to those few individuals who suffered vaccine-related injuries.  This was a matter of, I think risk spreading, the Congress recognized that as a society as a whole we benefited enormously from vaccines but there were a very small number of individuals who suffered and that it made sense to spread that risk and since we were all benefiting, to provide some form of compensation to those few individuals who did suffer injuries.  And the other goal was to reduce the amount of tort litigation involving vaccines in order to ensure a supply of affordable vaccines and continued investment in new vaccines.  
So what the Act did, was it imposed a tax on every dose of a covered childhood vaccine which was then used to pay claims in a no-fault Federal program.  The Act creates a table which lists vaccines which are recommended for routine administration to children, and then lists conditions or injuries that may be associated with particular vaccines and a time period in which one would expect to see those conditions or injuries manifest themselves.  
Under the program, a claimant can recover in one of two ways.  The claimant can either look to this table that I've just described and show that he or she, or the person's child suffered one of the covered -- received a covered vaccine, sustained one of the covered injuries within the period of time designated under the table.  Upon doing that, as long as the lawyers who represent the government in this program did not come forward and then show that the injury was sustained for some unrelated purpose, that individual would be entitled to compensation under the program.
Alternatively, if someone did not suffer an injury that was on the table during one of the periods of time specified in the table, they're still entitled to come into the program and prove by a preponderance of the evidence the vaccine caused the injury.  There is no requirement to prove that anybody was at fault.  There's no requirement to prove that the vaccine was defective in any way.  Congress intended a relaxed, informal process.  
The rules of evidence don't strictly apply in the proceeding.  Cases are heard by special masters who are appointed by the Federal Claims Court.  The claimant or the government, if they're dissatisfied with the decision of the special master, can take an appeal to the Court of Federal Claims and then to the Federal Circuit here in D.C.  If the claimant prevails, he or she is entitled to various types of compensation, including, in general, expenses incurred both before and after the case is heard that are not otherwise reimbursable; lost earnings after age 18, pain and suffering up to $250,000, as well as attorney's fees.  
And one of the things that's truly unique about this program is that even where a claimant does not prevail in the program, the claimant can still recover his or her attorney's fees for a case that was brought in good faith.  To make the program work, Congress recognized that it had to require that individuals actually file claims in the program before going immediately to court.  And so that's a prerequisite before one can bring a suit alleging a vaccine-related injury.  You actually have to file a timely claim in the program first.  That doesn't mean that somebody is then precluded from ever bringing a lawsuit.  
And there are two ways in which an individual can still bring a lawsuit if they want to.  One is that the program is intended to be expeditious.  It's supposed to move quickly and Congress actually specified that with certain exceptions, decisions are supposed to be made within 240 days.  That period can be extended under some circumstances, but if the claim is not resolved in the statutory period of time, an individual is given the opportunity to opt out and say, "I'm just going to go to court."  
The other thing an individual can do is they can stay in the program, play by the rules, get to the end of the process.  And if they don't like the result, they don't like the decision of the court, they can then decide to reject that decision and bring a lawsuit.  If they bring a lawsuit, the Act then specifies certain defenses and procedures that would apply in those lawsuits.  Every year, the vaccine program publishes information statistics regarding the number of claims filed, the number that are compensated, the total amount of compensation paid and attorneys' fees.  
For folks who are interested, you can just visit the HRSA website at HRSA.gov, I think /vaccinecompensation, I believe.  And there are a lot of interesting statistics there.  But one statistic is that with respect to vaccines that were administered after 1988 when the Act took effect, the program has paid out over three-quarters of a billion dollars in compensation.  And on average, where someone is actually entitled to compensation under the program, they're getting in excess of $800,000 in compensation.  
There are also statistics relating to the autism cases.  And it's fairly striking when one looks at the numbers.  The number of autism cases filed since about 2001 is over 5,000 I think.  There are currently about 4,800 pending in the program.  If you compare that to all other types of claims filed in the program for these post-1988 claims, that number is fewer than 2,700.  So it gives you some sense of the magnitude and the task faced by the vaccine court in resolving these cases that are pending before it.  In July of 2002, the chief special master created an Omnibus Autism proceeding to handle the cases.  
And the plan originally called for a single unified hearing on general causation.  It was a plan to actually have the hearing, I believe, in March of 2004 and to be able to render a decision on causation, general causation, within two years.  And I think by July of 2004, that's obviously been pushed back over the years.  Ultimately, the petitioners who had proposed this unified hearing changed their mind and decided that instead, it made sense to have a series of test cases.  And the special masters agreed to the test-case approach, but on the condition that there be three test cases for each of the three separate theories of causation the petitioners had put forward in the proceeding.  
The first test case was scheduled and is still currently scheduled for June 11th.  The petitioners' steering committee did designate one case, the Cedillo case, C-E-D-I-L-L-O, but has not yet designated two other cases for that hearing.  Last week, the special masters issued one of their periodic update reports in which they described the omnibus proceeding as having reached a crisis point.  
Let me just read you a little bit of what they said there.  It said, "The office of special masters has adopted the approach toward these cases originally suggested by the petitioners' counsel.  We have patiently waited for almost five years to give the approach a chance to succeed.  We acknowledge that the petitioners' steering committee lead counsel have put in a lot of hard and good work during those years and we appreciate that work.  But after five years, we still have only one case ready for trial and one that may be factually too unusual to give much guidance concerning the general causation issue.  Either something must change or we will be required to go to a new approach."  
And then further down they say, "In the event that petitioners do not promptly come forward with additional test cases to allow us to pursue the test-case approach described above for the handling of autism cases, it appears that the omnibus approach to the autism cases may be declared a failure," in which case they would, I think, then need to proceed to a case-by-case adjudication which obviously would be an enormous burden given the number of claims that are pending.  
That is the current state of proceedings.  I'm sure that there will be significant developments over the next few days and next few months, but with that why don't I pause there, let others talk, and I'd be happy to take questions later.
AMY PISANI:  Great.  Thank you so much.  That was very educational.  I'm going to move on now to Dr. Paul Offit and Dr. Paul Offit is the Chief of the Division of Infectious Diseases and the Director of the Vaccine Education Center at the Philadelphia Children's Hospital of Philadelphia.  The mission of the Vaccine Education Center is to provide accurate, comprehensive and up-to-date information about childhood vaccines and the diseases they prevent to parents and healthcare professionals.  They have a fantastic website and it's really a great opportunity for parents to be able to look and understand all of the issues related to vaccines.  
Dr. Offit is the co-inventor of the rotavirus vaccine, which combats the most common cause of severe diarrhea among children.  And rotavirus results in the hospitalization of approximately 55,000 children each year in the United States and the death of over 600,000 children annually worldwide.  So I think that this new vaccine is really a wonderful thing for the rest of the world.  Dr. Offit is the author of three books and he's been published in over 130 papers.  His newest book, "Vaccinated, One Man's Quest to Defeat the World's Deadliest Diseases" is actually coming out, I believe, next week.  And it's a really excellent book.  I've had the opportunity to read some of the galleys on that one.  For the folks on the phone that don't realize it, Dr. Offit is here with his two children, who are on vacation from school already.  They're lucky.  Dr. Offit?

DR. PAUL OFFIT:  Thanks, Amy.  And they're quietly reading.  Just to amplify something that Mr. Moss said earlier, it's certainly true that vaccines have had a major impact on human health.  But any drug or biological vaccines, being a biological, they have an effect and also have a side effect.  That's certainly true for vaccines.  It's certainly reasonable for a parent to ask when they are injected with a vaccine whether or not a vaccine has caused a particular side effect.  And it's a scientific question that is best answered in a scientific venue and that's also been true here.  So if one is trying to answer the question, did the MMR vaccine cause autism, or did thimerosal containing vaccines cause autism, the best way to answer that question is in something called an epidemiologic study, which is to say that you take two groups of children which are alike in all respects.  
So, for example, their socio-economic background is the same.  Their medical background is the same.  Their physician-seeking behavior is the same.  But the only difference between those two groups is whether or not they've, for example, received an MMR vaccine or didn't or whether or not they received a thimerosal containing vaccine or didn't and then look at the incidence of autism, the risk of autism in those two groups.  Now that's been done five times for thimerosal containing vaccines; children that receive either thimerosal containing vaccines or no vaccines, children that received thimerosal-containing vaccines or thimerosal-free vaccines.  And in each of those five separate epidemiologic studies, the risk for autism was the same.  
Similarly, for the MMR vaccine, there have been 14 separate studies that have looked at that question and the answer has been clear and consistent and reproducible.  MMR doesn't cause autism.  I think probably the most interesting study in the thimerosal issue was one related to -- that was done by Eric Fombonne in Montreal, Quebec, Canada, where he took advantage essentially of a natural experiment where children could have received either 125 micrograms of mercury -- thimerosal -- mercury containing thimerosal or 225 micrograms or 0 micrograms.  
And what this group of researchers found is that the highest risk of autism was actually in the group that received 0 micrograms of thimerosal, which is not to say that thimerosal is protective.  It is only to say that I think what happened in the mid-1990s which is when we went to -- or Canada went to 0 micrograms of thimerosal for young children, we broadened the definition of that disease.  And essentially the "epidemic," and I put that in quotes is really an epidemic that is caused by, I think, a better understanding of the more subtle forms of this disorder.  
Now epidemiologic studies can be very powerful.  So for example, there was a rotavirus vaccine that was introduced in the United States in 1998.  It was on the market for about 10 months.  When on the market it was given to about a million children and it was found to cause a rare intestinal blockage, which has the medical name intusucception that occurred in roughly one per 10,000 children.  Similarly, there was a vaccine that was introduced to try and prevent what was felt to be the beginning of an influenza pandemic, from an outbreak that occurred in Fort Dicks, New Jersey in 1976.  And so we distributed 40 million doses of what was then called a swine flu vaccine to try and prevent what was feared to be a coming pandemic.  
But what was found was that when that vaccine was distributed, that it caused, was a very rare cause of something called Guillain Barre syndrome, which is a rare, sort of ascending paralysis.  And it occurred in one per hundred thousand people, which is to say that epidemiologic studies can be very, very sensitive.  The most recent vaccine where there has been found to be a very rare problem is one called the conjugant meningococcal vaccine which the data are still fairly small and preliminary,  but it appears that that vaccine may also cause Guillain Barre syndrome in roughly one per million children, so one per million children.  
You can't say that you have an epidemic of autism that affects one per 150 children and that it is caused by vaccines and then not find it in very sensitive retrospective epidemiologic studies -- epidemiologic studies that can be so sensitive that they can detect an event as rare as one per million children.  Even if thimerosal or MMR or the combination accounted for a very small percentage of autism, it should be easily picked up in these retrospective epidemiologic studies.  It hasn't been.  And the reason it hasn't been is that vaccines don't cause autism.  Similarly, in 2001, we took thimerosal out of vaccines that were routinely given to young infants, thimerosal used as a preservative out of those vaccines.  So since we have another study where you now look to see whether or not that has affected the rates of autism, because if thimerosal was in any way an important contributor, we should have started to see the incidence of risk for autism go down.  That didn't happen.  On the contrary, it's gone up.  
So I think that also is another piece of evidence showing that vaccines don't cause autism.  Similarly, given what one knows about mercury in the environment and the biology of mercury in the body, one would not have predicted that mercury would have caused autism.  For example, there was a large, single source of poisoning of mercury in Iraq in the early 1970s that caused in unborn children what was found to be later mental retardation, seizure disorders, speech delays and others.  But it didn't cause autism.  So even when pregnant mothers ingested large quantities of methyl-mercury from the environment, which is similar to ethyl-mercury except it accumulates to a far greater extent than does ethyl-mercury, even then autism was not a consequence.  
And that was also true with a sort of more long term exposure that occurred in Minamata Bay in the 1950s and 1960s and 1970s.  I think Peter Hotez is going to get into that in somewhat more detail.  There was an excellent review, actually, that compared mercury toxicity with autism regarding symptoms.  It was published in a journal called Pediatrics in 2003.  The two authors were Karin B. Nelson and Margaret L. Bauman, both neurologists, one from Harvard, the other from the National Institute of Health to make the point that the symptoms of mercury toxicity are distinct from the symptoms of autism.  
And given what we know about mercury and the environment, mercury is part of the earth's crust and so it -- when it's in the earth's crust it's in an elemental form.  It then is released into the environment by things like burning coal, or volcanoes or rock erosion.  And it then lands on the surface of the water, oceans or lakes or the soil where it's then converted by bacteria into methyl-mercury, which is an organic form of mercury.  And that form of mercury has the capacity to then cross the cell membrane and do damage.  
Now, which is to say, mercury is in the environment.  It's in the water that we drink.  It's in the instant formula that we give to our children.  It's in the breast milk that we give to our children.  A typical breast-fed child will ingest about 360 micrograms of methyl-mercury, the type of mercury in the environment, the type of mercury that's excreted much more slowly from the body than the ethyl-mercury in vaccines.  Three hundred and sixty micrograms of methyl-mercury is twice the amount of mercury, ethyl-mercury that was ever contained in vaccines and now 15 times the amount that is contained in the influenza vaccine that is given to children that are now greater than six months of age.  
I mean, it's when one hears legislators, for example, stand up at legislative meetings and say things like, "I have a zero tolerance for mercury.”  On this planet you can't have zero tolerance for mercury because mercury exists.  You have to move to another planet.  In the 16th Century, there was a chemist whose name was Paracelsus and what he said at that time and it's still true, is that the does makes the poison.  So, for example, the earth's crust contains other metals and heavy metals which at high concentrations can be quite dangerous, metals like aluminum or lead or beryllium or thallium or cadmium.  
But we all have very, very low quantities, so-called trace quantities of these metals and heavy metals in our bloodstream or in our urine.  But they're in such low quantities that they're not harmful.  So this is also applicable to mercury.  There is no doubt that mercury at high quantities can be damaging to the central nervous system.  And that is also true with ethyl-mercury, but it's at levels that are far greater than were ever contained in vaccines.  I mean, one can make an analogy, actually, with a laborer who works in the summer who is -- becomes -- sweats and sweats and sweats out in the sun, you know, high humidity, high temperature, who chooses to rehydrate themselves with water.  
Now when they've sweated, they've lost water and minerals, minerals like sodium and chloride.  But when they rehydrate themselves only with water, what can happen is they can actually exceed the capacity of their kidneys to hold onto sodium.  Their serum sodium level drops and they can have a seizure.  That doesn't mean that water is neurotoxic.  That just means that water at high quantities, so if you drink gallons and gallons at one time, you can actually cause an effect which would be quite harmful.  So in summary, what I would say is that the epidemiologic studies, the biology of mercury in the environment, what we know about mercury toxicity are all consistent with the fact that vaccines don't cause autism.  Thanks.
AMY PISANI:  Thank you Dr. Offit.  Now we're going to hear from Dr. Peter Hotez.  And Dr. Hotez is a medical and molecular parapsychologist and pediatrician with special interest in developing vaccines for tropical infectious diseases.  Dr. Hotez obtained his Bachelor's in molecular biophysics and biochemistry from Yale University and his M.D. and Ph.D. from the joint medical scientist training program of Cornell University Medical College and the Rockefeller University.  Dr. Hotez, recently in 2000, relocated to the George Washington University School of Medicine, where he serves as a professor and Chair of the Department of Microbiology, Immunology and Tropical Medicine, at the G.W. University School of Medicine.  He's also the principal scientist and founding director of the Human Hookworm Vaccine Initiative.  
And Dr. Hotez was recently named the President of the Sabin Vaccine Institute.  And I mentioned before they're a leading medical research and advocacy organization focusing on diseases of poverty in the developing world.  Dr. Hotez lives here in the area with his wife and four children.  And he is the father of an autistic child.  He is a strong advocate for research into the genetic causes of autism and for services to aid in the care and social development of autistic children and adults.  Dr. Hotez?

DR. PETER HOTEZ:  Thank you so much for that generous introduction.  So I've recently become President of the Sabin Institute here in Washington, D.C. where our major activities are to develop, test and distribute new vaccines and drug treatments for a group of infections known as the neglected tropical diseases.  These, which we abbreviate NTD's, neglected tropical diseases, are diseases such as hookworm, elephantiasis and river blindness that represent the most common diseases among the world's poorest people who live on less than $2 a day.  They are diseases endemic to Sub-Saharan Africa, Southeast Asia and Central and South America.  
And here at Sabin, we've developed a new business model for making neglected tropical disease vaccines in the non-profit sector.  Our vaccine for hookworm infection, a disease of 600 million people has been a major activity of mine for the last 25 years and the vaccine is now in clinical trials in Brazil.  In addition, the Sabin Institute is home of the global network for neglected tropical diseases which is a public-private partnership that is providing an innovative mechanism to give the poorest people of the world access to essential medicines for the tropical diseases.  
As was mentioned, I'm the father of an autistic daughter.  My 14 year-old daughter Rachel, was diagnosed at Yale Child Study Center in New Haven, Connecticut when she was a toddler.  Therefore, I feel like I've got a somewhat unique perspective, which I'd like to share a few remarks with you this morning.  Clearly, it's an extraordinary challenge to be a parent of an autistic child.  Although Rachel has some special gifts and unique charms and we love her, there have been many occasions where the grueling and unrelenting care she requires as well as the incredible financial hardship she creates have placed an enormous stress on our family, so that my wife and I often ask each other what we did to become so unlucky in having a condition that has a frequency of one in 150 or sometimes quoted as 60 in 10,000 with a male to female ratio of four to one.  
One of the things that we are totally confident about is that Rachel's autism has absolutely nothing to do with the vaccines she received and even if we could turn back the clock and do it all over again, I can honestly say that we would still give Rachel her full complement of pediatric vaccines and our confidence in this is based on what we know about autism.  First, as Paul articulated previously, there is a misconception that we are in the midst of an outbreak or an epidemic of autism.  This is not the case.  
There is a wonderful new book that has come out by a man named Roy Richard Grinker called "Unstrange Minds, Remapping the World of Autism."  And he illustrates why there really is no epidemic for autism.  And that's based on the fact that, one, there's a better awareness and better diagnosis of autism in North America and Europe.  Prior to the 1990s, teachers and the general public knew little about autism and pediatricians and psychiatrists, up until recently, did not really even know how to recognize and diagnose autistic spectrum disorders.  
Second, children are being diagnosed earlier than ever.  As the age of diagnosis decreases in any given population, the number of people diagnosed with autism will increase.  If the studies previously counted children with autism who were age five and up and now count children with autism age two and up, three extra years of children will have been added to the total.  Another reason is that for many years, autism and schizophrenia were linked as diagnoses.  Another is that the concept of autism has been brought into the category of what was formerly called PDDNOS, pervasive developmental disorder not otherwise specified is now under the category of autistic spectrum disorder.  
A large percentage of the increase came at opposite ends of the spectrum.  So you had the severely impaired, who used to be called mentally retarded and the very mildly impaired, who had no psychiatric diagnoses.  These are all now being called ASD, autistic spectrum disease disorder.  In addition, in many cases, the label "autism" is replacing mental retardation and it is also, as Paul alluded to, over time, epidemiologic methods have changed.  And so now, as you start investigating smaller groups there's increase in activities.  
So the first point is, there's no epidemic of autism.  The second is the fact that I think it's important to point out that, as Paul started to talk about, organic mercury toxicity causes a syndrome which in no way resembles autism.  For instance, Minamata disease, organic mercury poisoning was first discovered in 1956 about Minamata Bay in Japan.  And from these studies, there is a well-described syndrome with detailed information on the brain that occurs as a result of mercury poisoning.  None of these occur with autism.  
For instance, Minamata disease is characterized by sensory disturbances in distal extremities; ataxia, which means abnormal gait; constriction of the visual fields; impairment of the gait and speech; muscle weakness; tremor; abnormal eye movements; hearing impairments.  Other patients exhibit stunted growth, limb deformities and the neuropathology, what the brain looks like with organic mercury poisoning includes what is known as the loss of granual cells with the well-preserved Purkinje cells in the cerebellum.  And this has relevance to autism, which I'll talk about in a minute, and as well as cell death and edema, swelling in the brain.  
In contrast, the brains of children with autistic spectrum disorder are completely different.  First of all, autism kids have no brain edema, no visual disturbances, no tremor, no abnormal eye movement, usually no hearing impairment -- almost always no hearing impairment.  That's specific to autism, and no limb deformities or growth failure. Instead, the most consistent finding of autistic patients is a decrease in cerebellar Purkinje neurons and reduction in the size of the Purkinje cells in the cerebellum, which is exactly the opposite of what you see in Minamata disease from mercury poisoning.  
Other prominent changes in autism include a reduced head size at birth and then the sudden and excessive increase in head size between one and two months and six and fourteen months, a condition that sometimes results in macrocephala, large head, which is also a common finding.  And the brain enlargement reflects changes in both white and grey matter.  The head size increases even before vaccines are administered.  Therefore, we're talking about a profound structure and development change in the brain which would be almost impossible to explain on the basis of any type of toxin, really.  
And finally, now the emerging and important evidence that's coming out about the genetics of autism.  Almost certainly, the cause of autism can be linked to missing or abnormal genes that translate into these global structural wiring changes in the brain.  And the data today that's just overwhelmingly supportive of a genetic basis of autism.  For instance, according to Dr. Gupta and Matthew State from the Department of Genetics and Child Psychiatry at Yale where Rachel was diagnosed, autism is acknowledged to be among the most inheritable of neuro-psychiatric disorders.  
For instance, monozygotic twins, identical twins, share the diagnosis greater than 90% of the time, which is impressive for any type of neuro-psychiatric disorder.  Autistic spectrum disorder is not caused by the action of a single gene transmitted in a simple dominant-recessive or X-link fashion.  Instead, the number of contributing genetic regions has been estimated to be around the neighborhood of 15.  Not surprisingly, relatives of infected individuals may show subtle symptoms suggesting that the common forms of autistic spectrum disorder may be the result of a conspiracy of multiple genes, each contributing small increments of risk to the individual.  
So studies conducted over the last five to ten years, with a lot of activity over the last two, have revealed a number of exciting candidate genes for autism.  They include multiple investigators have identified regions on chromosomes 7 and 17 showing specific linkages and a specific gene on chromosome 7,  known as engrailed 2, which is a homeo gene involved in the development of the cerebellum.  

And this is significant because homeo genes control the overall wiring of the system and so it makes a lot of sense to identify a home-gene involved in something like autistic spectrum disorder.  And new studies show that mice that over express this gene develop a cerebellum with reduced Purkinje numbers, which again, is consistent with what we're seeing with autism.  Additional studies by the Autism Genome Project Consortium have linked autism to additional genes for a group of proteins known as neurexins.  Neurexins have been shown to mediate the formation of neuronal connections, a process known as synaptogenesis and again, that's very consistent with how we see the brain of kids with autism.  
And now recently in science, Michael Wigler's group in Cold Spring Harbor Laboratories published a paper just a few weeks ago finding that their impressive germ line mutations play a significant risk factor for autism with gene deletions and gene additions.  So together these studies really do point to the genetic and epigenetic basis of autistic spectrum disorder.  So therefore, it does not come to any surprise to me that there are five major studies that have conclusively shown no link between autism or vaccines nor autism and thimerosal vaccines.  
And so the message that I would like to give to you before we open it up is that as the parent of an autistic child I've been very frustrated that whenever the word "autism" is used, it's used in the context of linking it to vaccines at the point where this has become a terrible distraction and it's really been a basis for shifting what we need to really make our lives better and the lives of our children bearable, which is that we don't need more debate about autism in vaccines.  To me it's like espousing that the world is flat.  We need access to child services and respite care that can help us get through our day especially when our autistic children are not in school.  Even the very best public school systems provide education and care Monday through Friday five days a week, not including summers and school holidays.  
So I once calculated that Rachel is in school only 20% of our waking hours.  We need venues that provide stimulating games and fun activities when our children are not in school.  We need pediatricians, neurologists and child psychologists to understand the complex and diverse needs of autistic children and who have access to the latest psychiatric medicine and have the training and know-how to use them.  We need insurance companies willing to step up and again reimburse families for visits to the child psychologist and we need research and, of course, a better understanding of the causes of autism to develop better genetic screening tests for this devastating condition.  And I've said it before, and I'll say it again.  We need to declare war on autism, not on childhood vaccines.  Thanks.  
AMY PISANI:  We're now going to open up to questions from the press and I guess we'll move to the -- does anyone in the room have a question?  If you do I hope that you'd come closer to the phone so folks can hear it.

KEVIN FREKING:  Kevin Freking with the Associated Press.  I was just hoping to get a better understanding of the three different test cases that you described.  Will next week's proceedings just be the very first and this litigation will go on to two other cases after this?  

RANDY MOSS:  I believe that is the current plan.  There are three theories that the petitioners have stated in the proceeding.  The first theory is that it is a combination of the MMR vaccine and thimerosal containing vaccines that causes autism.  They then have a theory that no, it's just the thimerosal-containing vaccines by themselves that cause autism.  And the third theory is that no, it's just the MMR vaccine by itself.  And the evidentiary hearing that is scheduled for next week is only to address the contention that it's MMR plus the thimerosal-containing vaccines that cause autism.  
Within that proceeding there are supposed to be three test cases.  There is supposed to be only one that is scheduled and the special masters are working hard, I think, to try and find two additional test cases.  The way they've structured it, they've actually assigned three special masters to the proceeding and they want each special master to be able to adjudicate a single case even though all three of them are going to hear the general causation evidence together.  

KEVIN FREKING:  Just finally, who is responsible for coming up with the test cases, deciding who the test cases will be?

AMY PISANI:  Just before you start, so folks can hear on the phone, he wants to know who will be responsible for determining who the test cases will be.

RANDY MOSS:  The answer is that at the very early stages of the proceeding, the petitioners came together and with the vaccine -- the special master appointed a steering committee.  And thus far it has been the steering committee that has been responsible for identifying the test cases, although in a decision that came out from the three special masters on the 25th of May, they said, "We really, really need additional test cases and we're announcing to all petitioners' counsel, if you have a test case, please let the steering committee know about this because we need additional test cases.”
AMY PISANI:  There's a very informative document that we sent around and we can give it to you again.  And folks on the phone, I'll give my address when it's over and you can write me if you have other pieces that you need.  But there's an autism update on May 25th and it's from the Office of Special Masters and it describes very clearly -- I didn't even understand all this until I read this -- the whole history of trying to find the test cases and understanding how the whole process works.  And when we talk about the petitioner's counsel, we're talking about the family's autistic children.  And so the committee that was developed is basically the committee of petitioners for -- committee of lawyers for the autistic families that are supposed to determine the test cases, in non-legalese.  I hope that helps.  
Are there any other questions from folks in the room?  Okay.  We'll move to the phone now.  Again, we were hoping for questions.

OPERATOR:  If you would like to ask a question, please press zero one on your keypad to be placed in the question and answer queue.  Again, please press zero one on your keypad to be placed in the question and answer queue.  

AMY PISANI:  Please introduce yourself and tell us where you're from if you're asking a question.

OPERATOR:  Our first question is from Shankar Vedantam of the Washington Post.
SHANKAR VEDANTAM:  Hi, this is Shankar Vedantam from the Washington Post.  I'm very sorry I could not be there in person this morning, but I'm very happy that you're conducting this press conference.  It's very helpful.  I had a couple of questions about the science, but I also wanted to start with a couple of questions about the legal proceedings, so if I could address the first question to Randy Moss.  I'm not sure if you covered this in your initial remarks.  I came in a few minutes late.  But if there are upwards of 4,000 cases that are waiting to be adjudicated, I'm puzzled at why people have not been able to find three test cases.  That just doesn't seem to -- common sense should dictate, they should be easily able to find three cases.  Can you explain to us why they have not?

RANDY MOSS:  I can't.  I really don't know the answer to that question.  You're right.  There are, I believe actually, over 4,800 cases that are pending and, you know, I assume that there are discussions within the group of the petitioners' attorneys and their -- the clients that they're representing.  I think one of the problems, and I should tell you this is truly speculation, but I think one of the problems they may have is that there's not a whole lot of information that's available.  The way this process was set up was in the usual vaccine court case, when you file your claim, you're supposed to come in with your medical records, your affidavits, all the support for your contention that either you received a table injury or the vaccine somehow caused the injury.  
The way it was set up here is the short form that's filled out that basically says that, my child received a vaccine containing thimerosal and has suffered injuries.  And that's it.  And so I don't personally know how much information the steering committee itself has and that the lawyers themselves, they may have a lot, they may not, but that's my speculation as to one possible problem.  But I really don't know why this has been a problem and I think that the only thing I would add is I think that the special masters, if you take a look at this autism update from May 25, 2007, express, I think, a similar question to the one you're posing.
SHANKAR VEDANTAM:  Right.  Is it possible -- do you know very much about the one case?  Did you say it was the Cardell case or something starting with the letter "C"?

RANDY MOSS:  Cedillo, C-E-D-I-L-L-O.

SHANKAR VEDANTAM:  Okay.  Could you tell us a little bit about the case?  Do you know anything at all about it?

RANDY MOSS:  You know, there again, we also, I think are somewhat in the dark because of the way the vaccine court process works.  In general, the proceedings are secret to protect confidential information.  They have agreed, in this case, to do this in public and the family has agreed that the case should be made in public but the file information regarding the case I don't think is currently public at this point in time.  So I don't know much about the case.  But again, the one thing that's sort of at least intriguing about that is that the special masters, again, in the same autism update that I mentioned, refer to the fact that the case is unique in certain respects and may not provide much guidance regarding the question of general causation.  

SHANKAR VEDANTAM:  Do we know whether this case falls into the thimerosal alone or thimerosal plus MMR or MMR alone basket?
RANDY MOSS:  It would be in the combination basket because that's what the hearing is addressing.  

SHANKAR VEDANTAM:  Okay.  And one final question.  I'm sorry to be hogging all the time.  I'm not sure how many other people are in the queue.  But given what you laid out in your very helpful briefing that was sent out last week, it seemed to me that you were suggesting that it's very unlikely that we're actually going to get very much legal movement on this in the coming weeks.  Am I reading that right or wrong?

RANDY MOSS:  Well, I think that this evidentiary hearing that's upcoming is a very important one.  And I think it's going to be closely watched, but I also think there's a long way to go.  

SHANKAR VEDANTAM:  But there won't be an evidentiary hearing unless you get three cases, right?

RANDY MOSS:  No, I believe, although they're may be more information forthcoming on this, but I believe that the special masters intend to go forward on June 11th with the single case and they hope that over the next few months after that, they could then hear evidence in the additional two cases if they want to hear.  I guess I should add one clarification.  It's that it's not clear to me that -- we know that the Cedillo case at least argues the theory that it's MMR plus thimerosal-containing vaccines that causes autism.  I don't know whether they're making other claims in that case in addition to that one.

SHANKAR VEDANTAM:  Okay.  All right.  I've asked a lot of questions so can you tell me if there are other people in the queue or if I can ask a couple of science questions as well?

AMY PISANI:  Operator?

OPERATOR:  At this time we have no other questions in queue.

SHANKAR VEDANTAM:  Okay.  So let me ask a couple more.  Paul Offit, you talked a little bit about some of the studies that have been done.  Is thimerosal being used in childhood vaccines in the United States and Canada anymore or has it been completely removed?

DR. PAUL OFFIT:  No, thimerosal is still contained in multi-dose vials of influenza vaccine, which is recommended for routine use now in children between six months and five years of age.  There is a certain percentage of vaccine that's out there that is thimerosal-free.  But again, the point that I tried to make earlier is the notion that one is going to be avoiding a significant amount of mercury by simply not getting a flu shot, one misses the point that, in fact, one is exposed to mercury anyway.  And two, and I think more importantly, this is what worries me the most, is by sort of giving thimerosal the scarlet letter that it's now been given, I thin that there are some parents out there who fear the thimerosal-containing flu shots so much that they choose not to get it and, thus, substitute this theoretical and frankly disproved risk for the real risk of getting flu which, you know, can certainly cause hospitalization and that's in this country.
SHANKAR VEDANTAM:  But are most of the childhood vaccines, you know, the MMR and the  other vaccines that kids get, is thimerosal being used or -- my understanding was that it has been removed in a lot of vaccines starting in the U.S. as of what, 2000 or something?  I'm not sure that applies to Canada as well.  
DR. PAUL OFFIT:  As of spring of 2001, the goal was to remove thimerosal as a preservative from all vaccines that were given to the less than six month old.  And that has essentially happened.  The only vaccine that contains thimerosal as a preservative is influenza.  It was in the hepatitis-B vaccine.  It's out.  It was in diphtheria, tetanus, pertussis vaccine.  It's out.  So yeah, it's been out, really, for about six years.
SHANKAR VEDANTAM:  And that's true in both Canada as well as the United States?

DR. PAUL OFFIT:  Actually, Canada, I think started to remove thimerosal from vaccines at some level, earlier than we did.  And it was also true in Scandinavian countries.

SHANKAR VEDANTAM:  So would the date -- this actually goes to the second question that I had, which I'm not sure whether you or Peter Hotez mentioned it, you know, the fact that this has been phased out provides us with sort of a field study, in some ways, about whether autism rates are going up or down and if thimerosal was indeed the cause and you removed it, as you say, autism rates would go down.  I remember some data coming out that was somewhat confusing and ambiguous, maybe about a year ago, where some advocates of the mercury autism vaccine theory were saying that cases of autism had indeed fallen in California.  Is that true?  Where does it stand?  Is there conclusive evidence that autism rates, indeed, are continuing to rise in the last six years?
DR. PAUL OFFIT:  And so California, which looks very closely at their autism rates, did have, I think it was awhile ago had, I think two consecutive quarters where there was a question about whether or not the rates of autism were declining.  And that was, you're right, heralded by those that believed this theory to be true as evidence for the fact that it was true.  But in fact, the more recent California data showed that the rates of autism continue to increase and so since, as you pointed out correctly, since we've removed thimerosal from routinely given childhood -- most routinely given childhood vaccines with the exception of influenza, we have seen only a continued increase in the incidence of autism.  And I think that the analogy can be made, is if you take the cars off the highway, then the incidence of car accidents should decrease.  So I think what this tells you is that thimerosal was not a contributor to autism.
SHANKAR VEDANTAM:  Okay.  And I think you also mentioned one study that I wanted to get a little bit more information on.  This was actually a study.  It was also in Canada that you said where they looked at -- one of you mentioned this.  It was either Paul or Peter mentioned the study.  Do you know what I'm talking about here?

DR. PAUL OFFIT:  It was the Fombonne study.  It was published in Pediatrics in 2006.

SHANKAR VEDANTAM:  Well, who is the lead author on that?

DR. PAUL OFFIT:  It's Eric Fombonne, F-O-M-B-O-N-N-E.
DR. PETER HOTEZ:  And the reference is Pediatrics, that's the name of the journal, 2006, volume 118 and it's electronic pages E139-150.

SHANKAR VEDANTAM:  All right.  It was really at your fingertips.  And that study essentially addressed the question that we were just discussing, right?  That basically, when you removed thimerosal from the vaccines, if it's the cause, then you should see autism rates go down, whereas it did not.  Am I understanding that correctly?

DR. PAUL OFFIT:  Exactly right.  So the study was done between -- it looked back at the years 1987 to 1996 to try and answer the question, when you have children who, during a few years, could have received 225 micrograms of thimerosal or 125 or zero, let's look at those groups and say, "What's the incidence of autism, risk of autism in those three groups?”  And if thimerosal was a contributor then one should see the highest incidence in the groups that received 225 micrograms and the lowest incidence in the group that received zero micrograms.  The opposite was the case.  So it tells you that thimerosal regarding autism is irrelevant.
DR. PETER HOTEZ:  And I should also mention that there's a paper that either just came out or about to come out in the American Journal of Medical Genetics.  The first author is Miles, M-I-L-E-S, where they looked at RH immune globulin, which is given to pregnant women at risk of RH hemolytic disease, and that RH immune globulin has thimerosal in it.  And the study showed no association between that and RH immune globulin given in pregnancy and autism.

SHANKAR VEDANTAM:  Now thimerosal is probably used in vaccines in many developing countries right now, is it not?

DR. PETER HOTEZ:  Yes.

DR. PAUL OFFIT:  Yes, because, you know, it's arguably 40 to 60% of the cost of a vaccine is in its packaging.  So when you from multi-dose vials to single dose vials, you increase the price of the vaccines.  That's essentially what we've done in this country.  By taking thimerosal out of vaccines, we've essentially gone from multi to singled-dose vials which, frankly obviates the need, then, to put a preservative in vaccines.  You need it when it's in a multi-dose but really not in a single dose vial.  And so we've spent a lot of money getting thimerosal out of vaccines.  I'm not sure what we've gotten for all that, but we have.

DR. PETER HOTEZ:  But what you don't want to do is do that in developing countries [crosstalk].

SHANKAR VEDANTAM:  I was just going to ask you that, yes.

DR. PETER HOTEZ:  It would make the cost of vaccination prohibitively expensive and, I mean, you could imagine the catastrophe of not immunizing kids against measles and not immunizing them against diphtheria, pertussis, tetanus.  These diseases are still there in developing countries.  We see them every day when we work there and the rates would just explode if we had to resort to single-dose vials.

SHANKAR VEDANTAM:  Has anyone compared, sort of, autism rates in developing countries versus the developed countries on, sort of, this issue, sort of, you know, using the thimerosal as a variable?  And secondly, is there a concern that has been expressed in developing countries and has it affected how parents are choosing to vaccinate or not vaccinate their children?
DR. PETER HOTEZ:  So let me answer both your questions.  First of all --

SHANKAR VEDANTAM:  Is this Offit or…

DR. PETER HOTEZ:  This is Peter Hotez.  So if you go to the Grinker book, Richard Roy Grinker's book, he's an anthropologist and has looked at autism around the world.  It's kind of interesting.  His book is called "Unstrange Minds, Remapping the World of Autism."  It's published by Basic Books.  Just came out this year.  And it really looks at autism all over the world and it's really the same kind of phenomena.  People just called autism different things and there really is no difference in the rates of autism, even in places that don't vaccinate their kids, most likely.  
There is a big concern -- we have a big concern that as this whole debate about thimerosal and mercury in vaccines will soon spill over to developing countries.  And where it's already starting to happen are in middle income countries where you have both wealthy and impoverished people.  So countries such as Brazil and India, this has started to reach the press.  And again, we're concerned that once you stop vaccinating in Brazil and India, you're going tot have really a horrible human tragedy.
SHANKAR VEDANTAM:  And so basically, well-to-do people in these countries are saying, "Well, let's get the vaccine without thimerosal and that sort of raises concerns about poorer people to say, ‘Maybe we shouldn't vaccinate at all.’”
DR. PETER HOTEZ:  Or in some cases, the argument is not even that sophisticated.  It's, "Let's just withhold vaccines.”
SHANKAR VEDANTAM:  Okay.  Well, thank you very much.  You've answered a lot of questions.  Very helpful.  I'll listen now.

RANDY MOSS:   Yeah.  This is Randy Moss.  I just wanted to clarify one thing which I think may be somewhat confusing on the legal proceeding, which is that the plan is to have three sets of test cases and within each set to have three test cases.  So the plan is to actually have a total of nine test cases, three for each of the theories.  And currently, the case that is set to go forward in June is on the MMR and thimerosal combination theory, where there is one case and where the special masters are still looking for two additional test cases on that theory.  There then would be, after that, a series of three test cases on the MMR alone and then a series of three test cases on the thimerosal-containing vaccine theory alone.  
And I should also stress that, you know, I really don't know the answer to the question of why it is it's been difficult to identify three test cases on this first theory.  You know, it may be that one of the members of the steering committee -- petitioners' steering committee or someone else might be able to elucidate that.  But I just don't know the answer to that question.  
SHANKAR VEDANTAM:   Right.  And, sort of, this is partly legal and partly science.  So when these hearings evaluate, you know, the risk of various side-effects related to vaccines, they must be basing this, at some level, on epidemiological studies and on the data.  So in some ways I'm wondering, wouldn't it make more sense to have a hearing which essentially says, "What's the data?" rather than looking at an individual case?  Because presumably the individual case will be a window which will eventually bring the scientists who basically say, "Well, here is what the data show"

RANDY MOSS:  Well, I think the theory would be to, within that individual case, to bring in the evidence of general causation.  And so to put on, you know, on both sides, a full case on whether MMR plus thimerosal-containing vaccines can cause autism and then, once that issue is resolved, if it were necessary you would move to the next question of whether, in the particular case it had done so.

SHANKAR VEDANTAM:  Right.  Okay.  Thank you very much.

AMY PISANI:  Is there any other questions from the folks on the line?  Operator, are you still there?  Are there any other questions in queue?

SHANKAR VEDANTAM:  Let me just jump back in since I seem to be the only one with a lot of questions, which is that when you sort of look -- try and look into the future now, I mean, is there any sense of timing as to how long all of this is going to take to work itself out and perhaps Randy might be able to address this?

RANDY MOSS:  You know, I think that's a very difficult question because there's not only the cases that are pending in the program, and I think the special masters are working very hard to try and resolve those cases as quickly as they can.  It's a program where expedition is part of the congressional purpose, and to move them along quickly and they are, I think, doing their best to try and move these cases along.  But even independent of resolving the cases that are pending in the vaccine court, there are cases that are actually pending in state and federal court outside of the program.  And at the end of the day, if the vaccine court were to say, for example, that no, "We don't find any association," some number of those claimants would still be entitled to opt out and say, "Well, okay.  I still want to bring a lawsuit."  So it's very hard to say how long it's going to go on but I don't think it's on the verge of ending by any means.
DR. PAUL OFFIT:  This is Paul Offit.  I just want to add one other thing.  You know, and this just, I think, underlines the fact that there's differences in the way Randy and I were raised and trained.  I mean, Randy's a lawyer and I'm a scientist.  So from my standpoint, this question has been asked and answered.  You know, it's a scientific question.  It's best answered in a scientific venue.  It's been done.  I mean, the court is not a place to determine scientific truths.  The court is a place to settle disputes.  And that's very different.
SHANKAR VEDANTAM:  Well, I guess I was sort of going over the question I was trying to ask a moment ago, which is that, I mean, the purpose of a legal proceeding is certainly very different than the purpose of adjudicating what the best science is.  And in some ways, you know, you would sort of turn, you know, to something like the national academies or something to address a science question, sort of say, "Well, let's collect all the data and come down one way or the other.  And for the courts to do that, I mean, special masters are not trained in epidemiology, right?  So…

DR. PAUL OFFIT:  You know, I think that they will have epidemiological evidence presented to them.  But right, they're not scientists.

SHANKAR VEDANTAM:  Right.  Right.  Okay.  

AMY PISANI:  It has its own academy.

DR. PAUL OFFIT:  Right.  I mean, to answer your question, the National Academy of Sciences Institute of Medicine has looked at this, has looked at all the data, specifically the epidemiological data and the biological data and has issued a statement basically saying that they agree with everything that has been written, which is that vaccines don't cause autism.  That's been done.  But, you know, we're a country that likes to, you know, go to court.

SHANKAR VEDANTAM:  And when was that IOM report?  I remember it but I don't remember the exact date.

DR. PAUL OFFIT:  I think 2004.  There have been two, but I think the most recent one was in 2004.

SHANCOUR:  Okay, very good.

AMY PISANI:  On Every Child by Two's website, we have a vaccine safety section and that report is on there.  Our Web site is www.ecbt.org, like Every Child by Two.org, ecbt.org.  Okay?

SHANKAR VEDANTAM:  Thank you.

AMY PISANI:  Are there any other questions from the callers?  Operator, are you there?

OPERATOR:  Yes, I'm here.  There are no other questions at this time.

DR. PETER HOTEZ:  I believe it's May 17, 2004.

AMY PISANI:  Okay, great.  For the IOM report?

MALE VOICE:  Yes.

AMY PISANI:  All right.  Great.  Well, I want to thank everyone in the room, the folks that were willing to come to D.C. to help discuss this issue.  I'm very grateful to everyone.  Thank you for the wonderful questions from Washington Post and from the Associated Press.  We hope to speak to you all, and of course you can always send questions to us.  You have my Web site and you can send me questions and I can send them to any of the speakers.  And I think you also have their addresses.  But if not, my email address is amyp@ecbt.org.  Thanks very much.  Have a great day.

OPERATOR:  Thank you.  This call has been concluded.

[END]
