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New Postdoctoral Research Fellowships

Funding has been approved for the first two Peter G Pentchev Research Fellowships and Contracts have been finalised for:
Dr Fabrizio Vacca 
‘Analysis of cholesterol export from purified endosomes in NPC cellular models’
Sponsored by Professor Jean Gruenberg, University of Geneva, Switzerland. 
                                                          Two years 1 April 2010 – 1 April 2012   $100,000
Dr Ian Martin Williams
‘Neurobiology of Purkinje Cells in NPC1’
Sponsored by Professor Fran Platt, University of Oxford, UK

Two years 1 September 2009 – 1 September 2011   $100,000

Currently Funded Research Projects

Research into Genetic Diseases and Lysosomal Storage Disorders 
Seymour Packman, M.D., Lysosomal Disease Center, Stanford/UCLA
Dr Packman has been informed of the new NNPDF research strategy and is considering ways in which he might meet the criteria for funding in 2010.  
A research paper has been published in the American Journal of Medical Genetics 

Henderson SL, Packman W, Packman S. 2009                                                                          Psychosocial aspects of patients with Niemann-Pick disease, Type B. 
Am J Med Genet Part A 149A:2430–2436.  http://www.ncbi.nlm.nih.gov/pubmed/19877061 
The NNPDF assisted Dr Wendy Packman in her research project in 2005 when she interviewed families with NPB at the Family Conference in California.
Targeting Sphingosine storage as a new therapeutic approach for Niemann-Pick Disease Type C 

Fran Platt, Ph.D., University of Oxford, UK 

In September 2009, Dr Platt reported that the new clean NPC1 mouse colony has now been established at the new animal facility in Oxford. The HPLC (High Performance Liquid Chromatography) method for measuring sphingosine is now working robustly in the lab and a set of standards has been generated that can be used to ensure the assay works reproducibly over time to help quantify this key lipid with a high degree of accuracy in cells and tissues. 
Preliminary data shows that miglustat treatment of tissue culture NPC cells reduces sphingosine storage, suggesting that this may be how it mediates its clinical benefit. Studies to verify this in miglustat treated NPC mice are in progress.
The combination therapy (curcumin and miglustat) trial has now moved to the new mouse colony and is in progress. Data will continue to be collected until the end of the grant, at which time it will be clear whether or not the combination of miglustat and curcumin provides any additional benefit, when compared to either therapy alone. 

Dr Platt’s previous NNPDF funded research on anti-inflammatory therapy in the NPC1 mouse has been published in the journal ‘Neurobiology of Disease’
Smith D, Wallom KL, Williams IM, Jeyakumar M, Platt FM.                                          Beneficial effects of anti-inflammatory therapy in a mouse model of Niemann-Pick disease type C1.                                                                                                                  Neurobiol. Dis. 2009 Nov;36(2):242-51. http://www.ncbi.nlm.nih.gov/pubmed/19632328 
Clinical Studies
Safety Study of rhASM Enzyme Replacement Therapy in Adults with Acid Sphingomyelinase Deficiency 
Mount Sinai Medical Center, New York - Sponsored by Genzyme Corporation
 Key findings of the Phase 1 clinical study of recombinant human acid sphingomyelinase (rhASM) as a potential treatment for ASM Deficiency (Niemann-Pick Disease, Type B) were summarized and presented by Dr. Margaret McGovern in August 2009, in a poster at the International Congress of Inborn Errors of Metabolism in San Diego, California, USA. Dr. McGovern discussed the findings again in an oral presentation at the American Society of Human Genetics annual meeting in Honolulu in October 2009. 

The trial describes the first experience with enzyme replacement therapy in adult patients with ASMD. Based on the trial findings, Genzyme plans to focus on a within-patient dose escalation design (which means that a patient will start at a lower dose and increase it over time) for Phase 2. The Phase 2 trial design is in development, with patient enrolment expected to begin in mid 2010. Two sites are currently being evaluated for this trial.
Evaluation of Biochemical Markers and Clinical Investigation of Niemann-Pick Disease Type C - (NIH Natural History Study)

According to Dr Porter “The NPC Natural History study has been more successful in the past three years than we ever could have imagined. This was only possible with the incredible support from the NPC families that participated and the NPC community as a whole”.
The NNPDF have been instrumental in helping to recruit patients for this trial. 
Biomarker Validation for Niemann-Pick Disease, type C: Safety and Efficacy of N-Acetyl Cysteine.

Forbes "Denny" Porter M.D. Ph.D. National Institutes of Health, Bethesda, MD
FDA Approval has been received and recruitment of 30 patients is now complete.
Dr Porter hopes to validate the use of biomarkers related to oxidative stress and begin to study the ability of N-Acetyl Cysteine (also called NAC) to treat the oxidative stress caused by NPC. This clinical trial will hopefully lay the groundwork for future therapeutic trials. 
To investigate the possible association of Parkinson’s disease, ALS and early onset Alzheimer’s disease present in families who also have a relative with NPC.

Ellen Sidransky, MD, Senior Investigator, Medical Genetics Branch, NIH
Information regarding Dr. Sidransky’s study has been circulated. Dr Sidransky has nothing new to report. She will continue to evaluate records and samples if they are relevant. 
Requests for Assistance with Research Studies

Formal procedures are now in place to deal with such requests.
NPC Natural History Study Extension
Forbes ‘Denny’ Porter M.D., Ph.D., Senior Investigator, National Institute of Child Health and Human Development (NICHD) National Institutes of Health, Bethesda, MD

The Board has approved a Request for Assistance with Research (RFA) from Dr Porter. He has asked the NNPDF to assist in contacting NPC families to request access to NPC patients’ medical records. These additional medical records will be analyzed by students at the University of Notre Dame, under the direction of Dr Kasturi Haldar, to further characterize disease progression in individuals with NPC.
Lysosomal Storage Disease Research Consortium
For the benefit of new members I thought it might be helpful to review the work of the LSDRC.
	In 2004 the NNPDF joined with other lysosomal storage disease (LSD) support groups to form the LSDRC (lysosomal storage disease research consortium).  The research philosophy was that the treatment or cure developed for one disease can benefit other diseases also applies to the general category of LSDs. The LSDRC focus was on funding research to find or improve central nervous system (CNS) treatments for LSDs.  The LSDRC entered an agreement with the National Institute of Neurological Disorders and Stroke (NINDS) for the purpose of a jointly sponsored program - CNS Therapy Development for Lysosomal Storage Disorders.  

In July 2004 the NINDS announced the grant - CNS Therapy Development for Lysosomal Storage Disorders, NIH PAS-04-120.  This announcement specifically encouraged the transition from basic studies in LSDs to translational research for improved delivery of therapeutic cells, proteins, genes, and small molecules across the blood-brain barrier.  In 2006 the LSDRC funded seven researchers who applied for the NIH PAS-04-120 but who did not receive NIH funding.  Three additional grants were funded in 2007.

In early 2008 the LSDRC review committee received the grants from eleven researchers who did not receive NIH funding.  In May 2008 the committee awarded $92,000 to four of those researchers:

Dr. Mark Haskins, University of Pennsylvania 
Research title: “Gene therapy for alpha-mannosidosis

Dr. Alessandra d’Azzo, St. Jude Children’s Research Hospital 
Research title: “GM1 as apoptotic signal in neurodegenerative GM1 ganglosidosis

Dr. Douglas Martin, Auburn University 
Research title: “Enzyme replacement therapy and role of unfolded proteins in response to feline GM1 gangliosidosis”
Dr. Bruce Bunnell, Tulane University 
Research title: “Mesenchymal stem cell therapy for Krabbe disease”
Researchers have been very positive about the impact of the LSDRC grants on their ability to either renew existing NIH grants or to receive new NIH grants for their work.
See attached table of Funding.

With the announcement of the funding of the Lysosomal Disease Network (LDN), as part of the Rare Disease Clinical Research Network, the LSDRC has largely become redundant although there are still enough funds to support the grants currently provided. 

It is thought that individual support groups will now wish to provide funding specific to their disease research being conducted through the LDN grant. 


	
	


Rare Diseases Clinical Research Network
In October 2009 the NIH formally announced the funding of the Rare Diseases Clinical Research Network, of which the Lysosomal Disease Network is one of 19 recipients. The LDN has been mobilized for the last five years, working toward this goal, and received funding of $6.3 million over the next five years. The funding was competitive, with 60 groups submitting grant applications. http://www.nih.gov/news/health/oct2009/od-05.htm.

Niemann-Pick Disease has the distinction of being the only group of diseases represented in two of the funded consortia: the Lysosomal Disease Network and the Sterol and Isoprenoid Diseases Consortium. Funding from the two Networks will support:

· Dr. Marc Patterson's study of neuro-cognitive changes as possible early markers of NPC
· Dr. Denny Porter's work to identify clinical and biochemical markers that can be used as outcome measures in clinical trials; to continue the NPC natural history study and to develop better tools for diagnosing NPC

· The patient advocacy component is a critical part of these grants, and representatives of the lysosomal disease advocacy groups (including the NNPDF) will participate in monthly conference calls to review progress of the projects and provide input for future directions. Cate has attended the orientation meeting of the Rare Disease Clinical Research Network (RDCRN ll) as a member of the steering committee for the Sterol and Isoprenoid Consortium. A report is available.
Strategic Plan for Research - Action Plans
The Action Plans to implement the Strategic Plan for Research (SPR) are now being finalised and will shortly be presented to the Board. Work has, of course, been continuing meanwhile on implementing the SPR and good progress is being made.
Scientific Advisory Board

I am very pleased that Dr Ed Schuchman has agreed to rejoin the Scientific Advisory Board.  Dr Schuchman has been an active member of the SAB in past years. As well as being a leader in the field of ASMD Niemann-Pick disease research he is an excellent advocate for families affected by this disease. 
Meetings Attended
· In July Nadine attended the Genetic Alliance Symposium “GRANDRx Crafting a Plan for Rare Disease Drug Development”. Nadine’s report of this meeting has been sent to all Board members. For further information see http://grandrx.org 
· In September Darrile attended a Constituents meeting with NIH director Dr. Francis Collins at the NIH as an invited guest and a representative of the NNPDF. Dr Collins discussed the five major themes that represent his vision for the future of the NIH and invited organisations to forward a brief summary of the issues that they think the Institute and Center Director should know about. You can see Dr Collins presentation at http://videocast.nih.gov/Summary.asp?File=15263 
· October brought the first International Meeting of NPC non-profit organisations. Karen, Barb and Nadine attended on behalf of the NNPDF. As a result of this meeting it was unanimously agreed to form an International Niemann-Pick Disease Alliance! This is an exciting development which will bring many advantages not least of which will be international research collaboration. 
· In November Darrile also attended a meeting of SOAR/NPC. A report is being prepared although much of the business was protected by a confidentiality agreement which Darrile was required to sign.
New Research Developments
Since August there has been more than 46 papers published relating to Niemann-Pick disease!  This is a large difference from the very few papers published just a few years ago and illustrates the increased interest in Niemann-Pick disease research. Information can be found on PubMed http://www.ncbi.nlm.nih.gov/sites/entrez 

Just try typing ‘Niemann-Pick’ into the search box to see some examples.
Papers cover all aspects from basic science to disease markers and possible therapies. Most refer to studies in mice and drosophila but a growing number relate to clinical research in patients. There are too many to mention here but some interesting ones to look at are;
· Acid sphingomyelinase, cell membranes and human disease: Lessons from Niemann-Pick disease. Schuchman E.H http://www.ncbi.nlm.nih.gov/pubmed/19944693 
· Adenovirus RID-alpha activates an autonomous cholesterol regulatory mechanism that rescues defects linked to Niemann-Pick disease type C. Cianciola NL, Carlin CR http://www.ncbi.nlm.nih.gov/pubmed/19948501 
· Recommendations on the diagnosis and management of Niemann-Pick disease type C.NP-C Guidelines Working Group, Wraith JE, Baumgartner MR, Bembi B, Covanis A, Levade T, Mengel E, Pineda M, Sedel F, Topçu M, Vanier MT, Widner H, Wijburg FA, Patterson MC. http://www.ncbi.nlm.nih.gov/pubmed/19647672 
· Eye movement and diffusion tensor imaging analysis of treatment effects in a Niemann-Pick Type C patient. Scheel M, Abegg M, Lanyon LJ, Mattman A, Barton JJ. http://www.ncbi.nlm.nih.gov/pubmed/19939718 
Of course the main interest at the moment is on the use of cyclodextrin in NPC and several papers have been produced. The most recent is from Dr John Dietschy to be published in the Journal of Lipid Research Cyclodextrin overcomes the transport defect in nearly every organ of the newborn or mature NPC1 mouse leading to excretion of the sequestered cholesterol as bile acid. Liu B, Ramirez CM, Miller AM, Repa JJ, Turley SD, Dietschy JM.  http://www.ncbi.nlm.nih.gov/pubmed/19965601 
NPC Registry
I am pleased to report that Actelion have been collaborating closely with the European patient groups to raise awareness of NPC and to move forward with the NPC Registry. A meeting of the NPC Registry Scientific Committee Meeting, consisting of 14 participants, was held in Edinburgh in October. 

Zavesca

Finally the announcement that the FDA has granted priority review for Zavesca to treat the progressive neurological manifestations in adults and children with Niemann-Pick type C disease (NP-C) has everyone excited! The Endocrine and Metabolic Drug Advisory Committee will review the supplemental new drug application on Jan 12, 2010. I am sure that we all have our fingers and toes crossed on this one!
It has been a busy and productive time and I should like to thank all of the members of the Research Committee for their continuing commitment and support. They are a great team!
Respectfully submitted by

Susan H Green
Research Committee Chair
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