1 May 2009

Report to Committee re International Rett Conference 2008

Firstly, my heartfelt thanks for the opportunity to have attended this conference.  It was a great opportunity to gather with people from all over the world sharing a common cause.

Secondly, my humblest apologies in the delay in getting this to you. 

What struck me profoundly about this conference was the high intensity level of all the medical professionals from many countries who have been buoyed by the results of the mouse model.  I will go into more detail about that below.

Also, a country I was most impressed with in terms of what learning systems they have in place for their girls was Israel.  The information gathered from that I am currently trialling with Jacinta at St Joseph’s school, Upper Hutt.

A need that I saw at the conference and possibly one that is also present here in New Zealand, and one that I would be quite keen to work on, is a manual for parents with hands on ideas on how to teach their girls. There are a wide variety of activities that parents as first teachers could be doing with their girls and could be a great resource for working with teachers that may have little or no knowledge on how to teach our girls.

I attended a number of sessions at the conference.  As always, some were extremely dynamic while others were not as dynamic.

Under each session that I attended I have listed in bullet points the main thrust of the presentation.

What follows below are my handwritten notes.  I also took a number of photos of slides from the different presentations and instead of rewriting all of them below, I will save them onto a disc and send them through.  Let me know what the best way would be to do this.

If you wish for me to come in and meet with the committee I am more than happy to do so.

I look forward to hearing from you further.

Yours sincerely

Fiona Rammell

St Josephs School, Upper Hutt

Wellington

Education Advocate – Rett New Zealand
Opening Address:
· MECP2 regulates synapses…..not enough of this protein present in girls with Rett therefore not many synapses.

· Protein plays a role both as a repressor and as an activator.

· Also believe protein regulates feeding.

· Protein in neurons are important

· Rett is not a neurodevelopmental disorder.

· Constipation in 70-85% of girls

· Bruxism in 75-85% of girls

· Drooling in 72-73% of girls

· Gastroesophageal reflux in 51-55% of girls  (normally why they are waking)

· Ineffective chewing in 50% of girls

· Choking in 40% of girls

· Scoliosis increases with age

· Bone fractures increase with age….about 40% of girls will have a fracture

· Fracture rate 4 times higher than normal population particularly fima and lower limbs

· R270X highest fracture rate

· Bone density low especially in R168X, R255X, T158M

· R270X has higher mortality rate

· Medical issues have a higher frequency percentage depending on Mutation Type ie language development, ambulation history, hand use.

· R133C, R294X, R306C   less severe

· T158M, R168X, R106W moderate

· R270X, R255X, LD more severe

· R168X, T158M are X activated

· Age of onset of sciliosis  

R294X, R306C, R133C, T158M, R168X, R255X, R270X

Less severe……………………………………more severe

· 48 months tends to be age of onset of seizures

· 7-12 years of age the highest rates of seizures

Workshop:
Breathing and Atonomic Dysfunction



Ingegerd Witt Engerstrom



Director of Rett Centre in Sweden

· Brain stem features of the mice models are not obvious.

· It is clinically subtle and insiduous.

· Mice can’t always breathe out and so they stay in the same posture, although we mainly do hear the breathing out.

· In this state need lots of water as with breathing out we lose lots of water and constipation becomes worse if not enough water.

· Brainstem-we require cortico-bular, neurophysiology, EEG and need a video.

Peter O.O. Julu, London, UK


· Baseline sympathetic is normal in mice

· Baseline cardiovagal is abnormal

· Breathing has to be analysed very carefully and put on a machine to record the breathing.  Cannot tell this just by looking at her. 

· Can be doing deep breathing, shallow breathing, breathe in and forget to breathe out.

· Cannot categorise them by looking at them, need to put them on a machine.

· Feeble breathings

· Valsalva’s breathings.

· Brain stem storms in feeble breathing (drug for this Theophylline)

· Vacant spells in Apreustic Breathing (drug for this Buspione)

· Hyprocapnic attacks in Forceful Breathing (Carbogen or magnesium)

David M Katz, Clevland, Ohio, USA
· MECP2 plays a role in the neuroaxis.  So lack of it affects the functioning of the system as a whole.

· MECP2 is central to the Forebrain and Hypothalamus (state, dependent, regulation), Periphery (motor outflow and sensory feedback) and Brainstem and Spiral Cord (reflex control and pattern generation.

· BDNF is a signalling protein that is either low or lacking in our girls.

· BDNF is critical for development of neurons and synapses between neurons.

· Rhythm of breathing generated in brainstem and automated by neuroaxis

· Signalling is normally controlled by Glutenate and BDNF

· In mice, depletion of BDNF-mutant cells release less BDNF.  Put more BDNF in and changes back to what it was like before.

· By restoring BDNF signalling, should be able to approach normal behaviour.

· Is BDNF a desirable target for improving respiratory function in MECP2 null mice?

· Ampakines……acute: increase AMPA-R one time

……long term: increase BDNF mRNA and protein

· Ampakine treatment restores normal respiratory frequency in minute volume in MECP2 mice.

· Don’t think of this as a silver bullet.

· Loss of MECP2 enhances catecholamine secretory vesicle function

· Cells in brainstem get hyperexcitable

· Need to understand each of 3 areas then you can look at effective therapies that help each area.

Jean-Christophe Roux, Marseille, France
· Desipramine treatment stabilises the breathing pattern

· Not for ever but for a long time.

· It also increases the lifespan of the mice

· Desipramine protects the catecholaminergic neurons.

· Desipramine is a drug which is already available and a clinical trial has started….36 girls aged between 4-18 years old.

· These conclusions should be available in 2009.

· Looking at new molecules and trying to test the 2 most efficient molecules and more clinical trials.

· The girls breath against a closed glotus.

· Believe that the brain stem is arrested at about 25-30 weeks.  Need to check this.

· Breathing during sleep better in mice when they are asleep rather than awake

· In girls, they tend to forget what they are doing during sleep and breathing gets interrupted.

· Need a good case study on sleep.

Workshop: Oral communications

· Augmentive and alternative communication = AAG

· Yes and no cards

· Communication gives the girls control over their environment.

· Choice making through use of: yes/no and objects and 2 or more pictures.

· Communication boards of 3 choices and the fourth choice is a symbol for: something else.

· Put these communication boards in a ring binder

· Have questions in the book about everything you can think of eg How does Dad feel when he comes home from work?  Have sheet in folder with happy, sad, ok, etc on it.

· Have cards with choices on it for what the girls want to do eg read a book, blow bubbles, have a sleep or play with balloon, drink or something else?

· Use switch for songs/nursery rhymes

· Interactive singing: Have switch have some of the lines and you sing the rest.

· Hold up signs of 50 and 55 and ak what is 25 plus 25?

· Ask, Who is Prime Minister of New Zealand or other topic related questions.  Have answer on cards.

· Ask questions in this manner.

· Ask the question, get the answer and then say it back to the girls….so you are saying ……?  Then they can confirm this by using the yes/no cards.

· Get the girls to recognise photos and names of the teachers in the school.

· Don’t change position of the cards.

· Use voice output more.

Physiotherapy

· Physiotherapy….1 hour per week for moving the joints and steetching the muscles.

· Always be careful that our demands are not inhibited because of what we think.  Have expectations of the girls.

· Put tape on girls knees when you want them to stand….tactile imput.

· Look at keeping on developing…not just keeping what you already have.

· To teach me is to understand me.

· Learning and communication are sources of strength…these are the girls important skills for life.

· Needs to be suited to their needs.

· Without accessible learning we will see inconsistent learning.

· Why are these girls so hard to teach?......difficulty with speech, apraxia…long  time to react, when time passes we don’t think she knows or understands, complexity of medical aspect eg epilepsy, constipation etc, social, cognitive aspect.

· Other factors:  less opportunity for the girls to learn

· Girls not provided with age appropriate curriculum

· Less opportunity to interact with peers

· Expectations from teachers low.

· Ask not why, but how.

· If a student does not succeed we must find a way to teach her…..must be us.

· Teach, don’t test.

· Don’t give up on them.

· Be patient.

· If she can’t show her knowledge it doesn’t mean that she doesn’t understand.

· Separate between understanding and functional level and targets.

· Ensure accessibility of the educational and communicational environment.

· Teach strategies for choice and make sure the choice is real, relevant and happens throughout the day.

· Give them the time they need.

· Girls with Rett develop strategies for organising themselves eg closing their eyes when they are thinking to answer.

· Find motivational factors.

· Provide options for learning from their daily lives and subjects that are age appropriate.

· Start with special song to relax her and organise herself.

· Show her a word and she needs to find a word similar.

· Give sound and get her to choose the letter-spell out the word and put up on whiteboard.

· Provide peer support…peer learning for enjoyment and fun.

· It is easy for the girls to be passive.  It is up to us to challenge them.

· Use of communication aids for expression and choice making.

· Expansion of world knowledge and vocabulary.

· Exposure to written language in their daily life.

· Be age appropriate.

· It is our duty to open the door, not to let them make us guess.

· Always ask for feedback at end of each session – did you enjoy that?  Was that boring?

· If you go out, you find wonderful places.

Caregivers

· Little research has been published on the “human side” of girls with Rett’s syndrome.

· Helen Turner has done her thesis on this.

· Caregivers have to cope with the suffering on a daily basis and start to feel stress.  Caregivers want to put it right.  This puts an emotional strain on the caregivers.

· Stress…latin word meaning to tighten, to strangle.

Walter Kaufman (child neurologist): The relationship between Rett and Autism

· Rett and Autism..what is the relationship?

· RTT is a subgroup of autistic behaviours (Percy et al 1988, 1990)

· 1994: RTT seen as a subtype of Pervasive Development Disorder.

· This categorising of RTT became a problem

· Autism is a heterogenous condition

· Autism is a broad behavioural diagnosis not a biological entity.

· Autism and RTT is like trying to compare apples with oranges.

· Association of Preservered Speech variant (Zapella 2003) and autism stresses that autistic behaviour is a key of many features in RTT.

· Autistic behaviour is independent of severity of RTT.

· Autism features are linked to the regressive phase of RTT

· Autism features are transient.

· The DSM-V will be published in 2012 and will influence the new ICD classification for RTT.

· Rett should not be a special subtype of autistic disorder.

· IQ tests rely heavily on motor functions so it is hard to test for intelligence in girls with Rett

· Why is this connection with autism important?  Because if there is a connection, then some of the medical stuff for autism may be okay for girls with Rett.  Therefore there are implications with using some of those pharmecutical drugs.

· Important to not have Rett listed as a pervasive disorder.

· Classification will determine what the girls will be entitled to in each country so the classification of Rett is so important.

· DSMV is being written so that not only psychologists will use it but everyone in the community. 

· We need better techniques/measuring tools for Rett as we only have the tools for autism to do this and therefore we get the incorrect diagnosis.

Workshop: Cognition and Communication

· Important that the kind of stimuli used with the girls is on three levels: Cognitive, emotional and behavourial.

· Keep the girls hands separated and get eye contact.

· Move the girls from controlled to automated processing of attention.

· Move the girls from concrete experience to symbolization

· Eye tracking communication

· Alphabetic communication….alphabet sheet..the girls look at it nad choose letters of their name.

· Do each task 3 times for 5 days consecutively correct and then go onto another learning.

· Use pictures and words and then fade out the pictures

· Use music wherever possible

· By communicating the girls can gain access to controlling their environment.  This improves the quality of their lives.

· Laser tracking and eye pointing possibilities….can be mounted on headband or glasses.

· Eye tracking can be used with infra red lights, camera and computer

· Have a personal communication dictionary which matches up sounds etc to what they mean

· Say to the girls, “let’s talk with your eyes.”

· When we keep asking it makes the girls stop and listen again and then start the whole process again…so wait!

· Have more/enough signs and my turn/your turn signs

· Always be careful to translate what the girls are saying not interprete what they are trying to say.

· Have options of choices re their feelings…..it hurts me, I’m not comfortable, I’m tired, sore tummy, sore legs, go to next page, I want to say something etc

· Write story together, then put symbols to represent the words to check that is what she wants.

· Repetitive lines in a story…put them on the Big Mac and then when you reach that line in the story, she hits the Big Mac.

Workshop: Sleep and behavioural difficulties in Rett

· Unexplained sadness found in  67% of girls

· Agitation found in 85% of girls

· Sleep disturbance in 73% of girls

· Medication should be the end solution not the first solution.

· A tendency for behavioural problems to improve with age

· FXYD-1 is upregulated when MECP2 is mutated and this affects neural problems.

· Depression gene serotonin is lower so this affects sleep deprivation

· Recommended that sleep diaries are kept.

· Hypofunction of brainstem does not allow for normal sleep.

· Aminergic neuron and the cholinergic neuron in the brain stem regulates sleep

· Possible drugs to help with sleep (note a lot of these are not available here in NZ but these were all the ones they mentioned): dopamine, long acting methyl phenidate concertia, depocaine and depacote also anti convulsive and good for moods, tegretol, melatonin, chloral hydrate, diazepam, and acupressure also mentioned as a useful tool also with children with autism as it helps children who are agitated who you don’t want to be anxious.

Workshop: Music therapy

· Can music affect our emotions?

· Studies show that this is so.

· Our bodies have the same things as music ie rhythm, tempo, timing etc

· Movement is part of daily life

· Show pictures and tehn have corresponding sounds on Big Mac

· Play the drum together

· Create a calm and safe environment

Address by Jan Cunningham-Head Teacher St Margaret’s School,London:

· this is a non-maintained special school so that means it does not get funding from the state.  A special charity and fees from the students runs the school.

· Because it is not maintained ie no government funding, they are able to develop their own curriculum as they do not have to follow the national curriculum.

· This is a residential special school for 43 students from 5 till 19 years of age.

· School has developed a whole curriculum..would be great to get a copy of this.

· IEP done half yearly and yearly.

Workshop: Epilepsy in Rett Syndrome

· Higher seizure risk in girls if they did not crawl or walk

· Higher risk of seizures if MECP2 mutation occurs after the age of 4 years

· In late adolescence girls often grow out of the seizures

· The more oxygen to the brain the less likelihood of seizures

· Ketogenic diet helps with controlling sezures

· Often seizures are not epilepsy..just brain requires more oxygen and keep girls safe during these spells

· A vagal nerve stimulation study is underway for epilepsy, but not a lot of success at present.

· Drugs given to the girls should be based on EEG and type of seizure
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