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December 2014
Dear
This is to wish you a very happy Christmas, and to thank you for your contribution to the TIME project, which is about to enter a new phase.

Over the past ten years, with your help, we have built up by far the largest group of patients with Transient Epileptic Amnesia studied to date. Through the hard work of five research fellows, and financial support from several funding bodies, we have been able to give a much more detailed description of this condition than was available before. Our website attracts frequent contacts from people at home and abroad who are keen to learn more about the condition, and we believe that neurologists in the UK, at least, are now alert to this diagnosis. 
Just before Christmas last year, we heard the great news that the Dunhill Medical Trust would fund a three year extension of our work. We have been very lucky in recruiting an experienced Australian clinical psychologist and researcher, Sharon Savage, pictured below, as the Research Fellow in charge of this work. Sharon is about move to Exeter from Sydney, where she has been completing a PhD on memory with Professor John Hodges, who also has a strong interest in TEA. We are delighted that it has been possible to recruit someone with highly relevant experience both in memory research and clinical work with patients. 
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The new project has four strands. The first will enable us to reassess patients seen during 2003-5, to learn more about the long-term outcome of TEA. We will be in touch with some of you with this in mind over the coming months. This will be the first study to examine the long-term prognosis of TEA.

The second strand will help to answer the question of whether the drugs used to treat the amnesic ‘attacks’ of TEA, and other types of temporal lobe seizure, also help to improve memory generally. We will be looking at a wide range of memory tests, but especially at tests probing the kinds of memory problem which appear to be especially common in TEA – loss of memory over hours to weeks (accelerated long term-forgetting or ALF) and loss of autobiographical memories. This study will be challenging, as we will need to recruit and test participants within days of diagnosis, before they start on treatment for their epilepsy – and then again six months later. A group of collaborators around the UK has agreed to help us identify potential participants in clinic. 

The third strand will hunt for the cause of TEA. This remains elusive. In the patients taking part in  the second strand we will request blood samples to look for antibodies that have recently been recognised as a cause of epilepsy, especially epilepsy with memory disorder. We will also be approaching everyone who has taken part in the TIME project, so far, to request a sample of blood for DNA analysis. We are collaborating in this work with Professor John Hardy at the Institute of Neurology in London who has developed a set of tests which aims to identify genes that may raise our risk of epilepsy. 
In the final strand, we will follow up a striking observation about TEA. While this is not true in everyone, many patients with TEA report a disturbance of the sense of smell – in some cases this involves ‘olfactory hallucinations’, the perception of a scent when none is present, often occurring at the same time as amnestic attacks; others describe a general reduction in the sensitivity of their sense of smell. This link with the sense of smell is intriguing, as parts of the brain involved with memory and smell are closely intertwined. We will therefore be sending out a well-established (and quite enjoyable) ‘scratch and sniff’ test to all our participants in the New Year to find out whether there is any characteristic change in the sense of smell in TEA. 

Serge Hoefeijzers and Kathryn Atherton have now completed their research with the TIME project. Kathryn has submitted her PhD thesis. She published a paper earlier in the year (Sleep-dependent memory consolidation and accelerated forgetting. Atherton KE, Nobre AC, Zeman AZ, Butler CR. Cortex, 2014;54:92-105) showing that the delayed memory loss – accelerated long-term forgetting – which commonly occurs in TEA happens through the day after learning and not overnight, as we had previously suspected. Serge, who will be submitting his PhD thesis in the New Year, came to a similar conclusion, showing that ALF can be detected within hours (Accelerated long-term forgetting becomes apparent within 3 - 8 hours of wakefulness in patients with Transient Epileptic Amnesia. Serge Hoefeijzers, Michaela Dewar, Sergio Della Sala, Christopher Butler, Adam Zeman. Neuropsychology http://dx.doi.org/10.1037/neu0000114). Serge has also contributed to work showing that patients with ALF also show a subtle memory impairment in a demanding test of visual recognition memory (Impaired picture recognition in Transient Epileptic Amnesia. Michaela Dewar, Serge Hoefeijzers, Adam Zeman, Christopher Butler, Sergio Della Sala. Epilepsy and Behaviour, in press). Serge’s and Kathryn’s work has considerably increased our knowledge of ALF, and points to ways in which we might try to reduce it in the future. We are very grateful to everyone who took part in the work that lead to these insights. 

Meanwhile our previous research fellows all remain involved in the TIME project and TEA research. Chris Butler is investigating memory problems occurring in forms of epilepsy due to ‘limbic encephalitis’ through his MRC Clinician Scientist Fellowship in Oxford. Fraser Milton, now a Lecturer in the Psychology Department in Exeter will help to supervise the work that Sharon Savage will undertake over the next three years. Nils Muhlert, whom some of you will remember well from our work with SenseCam, is a research fellow in Cardiff, and continues to investigate and publish on topics related to ALF. 
If anyone has questions about the project, or would like me to send them copies of our papers, please let me know. For now, thanks again for all your help, and we hope you will be patient with one or two more invitations to participate which will find their way to you over the next twelve months. 

With very best wishes for Christmas and the New Year,

Adam Zeman

Chair of Cognitive & Behavioural Neurology
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