Today's attached story comes from The Economist, and is titled, "New Therapies for Some Aspects of Rett Syndrome May be on the Horizon".
 

Rett syndrome is a neurodegenerative disorder seen mostly in girls, resulting in severe autistic behaviors with hand-wringing, severe anxiety, breathing difficulties and other signs.  The gene (MECP2) is defective in Rett, and was discovered in 1999 (and accounts for about 85% of cases).   This article describes a mouse MECP2 model, which explains the pathology not due to MECP2 but due to other genes that active MECP2 influences.  The theory relates to elevated cortisol levels causing symptoms -- and theoretical treatment for Rett syndrome is to block the cortisol.
 

Like other neurodevelopmental problems, early identification of this progressive neurodegenerative disorder depends on ongoing developmental surveillance.  For resources on pediatric developmental/behavioral surveillance, see below.
 

RESOURCES FOR DEVELOPMENTAL SCREENING:
 

Specific Screening Tools and Management (loads of options, including autism)
http://depts.washington.edu/dbpeds
Select 'Screening Tools and Management'
 

General Screening Tools
http://depts.washington.edu/dbpeds
Select 'Resources for Community'
Select 'General'
Options include:
- Bright Futures
- Developmental-Behavioral Pediatrics Online (select 'Screening')
- PEDS Child Dev't Screening
- Talaris
 

And that's today's Developmental/Behavioral Pediatrics: IN THE NEWS!




Science & Technology
Calm the anxiety, help the child

Oct 19th 2006 | ATLANTA


New therapies for some aspects of Rett syndrome may be on the horizon 
BIOLOGISTS routinely give human diseases to rodents in an attempt to learn what has gone awry in people. Sometimes the result mimics the human condition better than others, but rarely is the rodent version so accurate that it surprises even the scientists who made it. Such is the case with a mouse form of Rett syndrome that has helped to identify a promising new treatment for people.

Rett syndrome is a complex neurological disorder that was first described in 1966 by Andreas Rett, an Austrian doctor. It affects mainly girls. Most of the people who have it are profoundly and multiply disabled, and highly dependent on others throughout their lives. Between the ages of six months and 18 months, children with the syndrome become mentally retarded, wring their hands repeatedly, suffer from anxiety and often have difficulty walking and breathing. Although the severity of symptoms and the age at which they manifest themselves varies, Rett syndrome has just one cause: mutations in a single gene called MeCP2.

Huda Zoghbi of the Baylor College of Medicine in Houston, Texas, and colleagues, who discovered this fact, wondered whether the syndrome is the result of a mutated version of MeCP2 failing to repress other genes, making them overly active. If so, the other genes would be causing the various physical and mental problems that affect sufferers. The researchers developed a way to test their idea in mice and presented the results at the annual Society for Neuroscience conference held this week in Atlanta.

To keep things straightforward, the researchers chose to work with mice who carried just one copy of the gene. As MeCP2 resides on the X-chromosome, this meant studying male mice as females have two X-chromosomes. Studying these creatures, Dr Zoghbi saw that the rodents with a mutant form of the gene were affected similarly to people: they developed tremors and spasticity in their forelimbs, became susceptible to seizures and suffered breathing problems. 

But the mice also developed the psychological aspects of the disease. People with Rett syndrome withdraw socially and recently scientists have found that up to 75% of patients are so anxious that a stress hormone called cortisol can be found in their urine. The mice also spent less time with other animals, preferred closed spaces and trembled noticeably when handled by the scientists. The animals produced abnormally high levels of the stress hormone, which is called corticosterone in mice.

The team therefore started hunting for the exact molecular cause of the anxiety. A likely culprit was a small peptide called CRH that is released in a part of the brain associated with stress and anxiety. They found that the peptide was overly abundant in the mutant mice, and that its expression was usually repressed by the normal version of MeCP2. 

The results point to a likely therapy. From past work, scientists know that mice that lack the molecular receptors needed to detect CRH are less anxious than normal animals. Thus, Dr Zoghbi predicts that knocking out the receptors with drugs will help calm the animals. 

The best part, she says, is that such a drug already exists, is known to be safe, and is already used in humans for the treatment of depression and anxiety. Thus, if the drug calms the mutant mice, the team could soon start clinical trials in people with the syndrome.

Although the drug is unlikely to relieve all of the symptoms of the disorder, decreasing anxiety in people with Rett syndrome may mitigate symptoms including learning difficulties, the inclination to withdraw socially and even the tendency to hyperventilate. Such a drug would be a comfort to sufferers and their carers. 

