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May 17, 2007 
 

R. Rodney Howell, M.D. 
Chair 
Secretary’s Advisory Committee on Heritable Disorders 
and Genetic Diseases in Newborns and Children 
Professor 
Department of Pediatrics (D820) 
Leonard N. Miller School of Medicine 
University of Miami 
P.O. Box 016820 
Miami, FL 33101 
 

Re: The Advisory Committee on Heritable Disorders and Genetic Diseases in Newborns  and 
Children nomination and evaluation process for candidate conditions on the uniform newborn 
screening panel. 

 
Dear Dr. Howell: 
 
As investigators and clinicians working to develop treatments and cures for Spinal Muscular Atrophy 
(“SMA”) and to provide care for SMA patients, we write to urge the Advisory Committee on Heritable 
Disorders and Genetic Diseases in Newborns and Children (“Advisory Committee”), to consider 
permitting the addition of disorders for which a treatment or cure is not presently available to the uniform 
newborn screening panel.  Specifically, the Advisory Committee is encouraged, as it develops a 
nomination and evaluation process for candidate conditions, to state explicitly that the existence of a 
treatment or cure is not a determinant factor in whether a disorder is eligible for inclusion in the uniform 
screening panel.   Further, in establishing the responsibilities and operating principles of an external 
Evidence Review Group (“ERG”) to advise the Advisory Committee on the acceptability of a disorder for 
universal newborn screening, the Advisory Committee is urged not to require the ERG to consider the 
existence (or lack thereof) of a treatment or a cure as a limiting factor. 
 
SMA is the leading genetic killer of children under the age of two.  While there is no treatment or cure 
available at the present time, there have been several exciting research breakthroughs over the past five 
years.  Newborn screening holds tremendous promise to assist in the development of a treatment and/or 
cure for SMA.   
 
We believe that SMA-related research, clinical trials, and drug development can benefit from identifying 
affected individuals at birth.  For the following reasons, these efforts will be significantly enhanced if pre-
symptomatic SMA-afflicted children can be identified through newborn screening: 
 
1) Natural history data indicates only a small opportunity for intervention in the most common and 
severe form of SMA. 
 
It is estimated that SMA occurs in about 1 of every 6,000 births.  Approximately 50 to 70 percent of 
affected children suffer from Type I SMA, the most severe form of the disease. More than 95% of these 
children die in infancy or require extensive respiratory support by their second birthday. Dr. Kathryn 
Swoboda, Associate Professor of Neurology at the University of Utah School of Medicine, has conducted 
electrophysiologic studies in infants demonstrating normal distal innervation during the pre-symptomatic 
phase of the disease (Annals of Neurology, 2005 May, 57:704-12). However, in infants with SMA type I, 
rapid loss of motor units occurs in the first three months, and severe denervation with loss of more than 
95% of units has occurred by six months of age. Therefore, a very small window for beneficial 
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therapeutic intervention exists in infants with SMA type I, and therapies will need to be administered 
early for maximum benefit.   
 
2) Preliminary data in human and mice models indicates that pre-symptomatic drug intervention is 
more effective than post-symptomatic. 
 
Dr. Charlotte Sumner has found that compounds that function as HDAC inhibitors have been shown to 
increase survival and improve motor function in SMA mouse models, which indicates that it should be 
possible to find drug-like compounds that can do the same in humans (Journal of Clinical Investigation, 
2007 March, 117(3):659-71).  Dr. Swoboda has preliminary treatment data from a cohort of infants who 
were diagnosed pre-symptomatically in the newborn period due to a history of an older affected sibling. 
Thus, these infants began treatment in the first few weeks of life. In one case, an infant predicted to 
develop type I SMA was able to achieve the ability to sit unsupported by 9 months of age. In the entire 
cohort of six children treated to date, each has fared better than their affected siblings historically, 
sometimes substantially so, suggesting that drug therapy and other interventions administered early may 
provide therapeutic benefit, even for infants with Type I SMA.  These preliminary results provide the first 
evidence in support of the hypothesis that disease course can be modified in SMA patients with early 
intervention. More extensive data obtained from SMA mice models by Dr. Arthur Burghes, Professor of 
Molecular and Cellular Biochemistry at Ohio State University, also indicates that pre-symptomatic drug 
administration is a key component to successful treatment of SMA.   
 
3) Pre-symptomatic enrollment into clinical trials may greatly enhance the chance of identifying an 
effective drug intervention for SMA, particularly for Type I SMA infants.  Clinical trials in 
symptomatic patients with end-stage denervation and contractures may actually disprove efficacy 
of therapies which, when administered early, might truly benefit this population. 
 
While the findings of Dr. Swoboda, Dr. Burghes, and others with regard to pre-symptomatic drug 
intervention are promising, additional studies to confirm such benefit can occur only if an adequate 
population of pre-symptomatic Type I SMA infants is identified for participation in clinical trials. We 
believe that newborn screening will facilitate interventions to modify disease severity and progression. 
Additionally, it represents a critical component in ensuring early enrollment of patients in therapeutic 
trials to ensure optimal benefit from promising new treatments. 
 
In addition to the benefit to research related to SMA, diagnosis of SMA at birth will allow patients to 
obtain proactive treatment earlier in the disease progression with regard to nutrition, physical therapy, and 
respiratory care.  This will lead to a better quality of life for SMA-afflicted children. 
 
Early intervention does not have to be limited to drug therapy.  Many SMA infants show progression in 
the setting of nutritional compromise.  If identified early, this problem could be managed proactively via 
nutritional interventions.  Furthermore, given the availability of non-invasive respiratory treatments for 
SMA patients, such as the use of a cough machine to help facilitate the clearing of secretions, earlier 
implementation of such interventions will improve quality of life, reduce respiratory morbidity, and 
extend lifespan.  Additionally, newborn screening will provide parents with earlier genetic counseling 
before they are likely to have a second affected child, which frequently occurs when diagnosis is delayed.   
 
In general, the natural history of SMA appears to be changing due to more proactive care and improved 
clinical management.  Earlier intervention through newborn screening could enhance these results further 
to the benefit of SMA patients and the health care system.  A delay in diagnosis has significant economic 
implications in addition to the medical consequences.  Moreover, identifying SMA-afflicted individuals at 
birth eliminates the pain and cost of unnecessary testing that otherwise would take place in attempting to 
diagnose the affected patient.  While the rationale for early intervention for SMA infants is compelling, 
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the promise of compounds that could rescue at-risk motor neurons prior to onset of disease symptoms 
makes the argument even more persuasive. 
 
In addition to the aforementioned items, the case for implementing universal newborn screening for SMA 
is made more convincing by the fact that the technology to conduct newborn screening for SMA currently 
exists.  Dr. Thomas Prior, Professor of Pathology and Neurology and Director of Molecular Pathology at 
Ohio State University, has developed a DNA technology using Real-Time PCR for effective newborn 
screening of SMA from blood spots.  This assay has greater than 95 percent sensitivity and 99 percent 
specificity.  The Prior Lab has now developed a luminex platform for SMA newborn screening, which is 
both highly sensitive and more efficient.  Furthermore, it has been adapted for the use of bloodspots. 
 
Due to the evidence discussed above, we believe that the Advisory Committee should permit the addition 
of disorders to the universal newborn screening panel even in the absence of a demonstrated treatment or 
cure.  We strongly urge the Advisory Committee not to preclude an external ERG from considering the 
case for universal newborn screening of a disorder solely due to the lack of a presently available treatment 
or cure.   
 
Newborn screening can play a vital role in the development of such a treatment or cure and in improving 
the quality of life of the infants afflicted by deadly and disabling disorders such as SMA.  The SMA 
community, and other similarly situated communities, should be allowed to make the case during the 
nomination and evaluation process for candidate conditions on the uniform screening panel. 
 
Sincerely, 
 
Gyula Acsadi, M.D., Ph.D.    Arthur Burghes, Ph.D. 
Associate Professor     Professor of Molecular and 
Director of MDA Clinics    Cellular Biochemistry 
Children’s Hospital of Michigan    The Ohio State University 
Department of Pediatrics and Neurology 
Wayne State University School of Medicine 
 
Basil T. Darras, M.D.     Darryl C. DeVivo, M.D. 
Associate Neurologist-in-Chief    Sidney Carter Professor of Neurology 
Professor of Neurology (Pediatrics)   Professor of Pediatrics 
Member      Associate Chairmen (Neurology) for  
Promotions & Reappointments Committee  Pediatric Neurosciences 
Harvard Medical School    Dir., Pediatric Neurology, Emeritus 
Director, Residency Training Program   Dir., Colleen Giblin Research Laboratories 
Director, Neuromuscular Program   Dir., Pediatric Neuromuscular Disease Center 
Department of Neurology    Co-Director, 
Children’s Hospital Boston Center for Motor Neuron Biology & Disease 
 Columbia University Medical Center 
 
Richard S. Finkel, M.D.    John J. Grayhack, M.D. 
Director, Neuromuscular Program Attending Physician 
The Children’s Hospital of Philadelphia Orthopedic Surgery 
The University of Pennsylvania School of Medicine Children’s Memorial Hospital 
 Associate Professor of Orthopedic Surgery 
 Northwestern University Feinberg School of 

Medicine 
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Mark Gurney, Ph.D., M.B.A.    Petra Kaufmann, M.D., M.Sc. 
Senior Vice President Florence Irving Asst. Professor of Neurology 
Drug Discovery and Development Division of Neuromuscular Disease 
deCODE genetics The Neurological Institute 
 Columbia University 
 
John T. Kissel, M.D.     Christian Lorson, Ph.D.   
Professor of Neurology     Associate Professor 
Director, Division of Neuromuscular Disease  Veterinary Pathobiology and  
The Ohio State University    Molecular Microbiology & Immunology  
       University of Missouri – Columbia 
 
Alex E. MacKenzie, M.D., Ph.D.   Thomas Prior, Ph.D. 
Director      Professor of Pathology and Neurology 
Children’s Hospital of E. Ontario Research Institute Director of Molecular Pathology 
University of Ottawa     The Ohio State University 
 
Louise R. Simard, Ph.D.    Stephen Strittmatter, M.D., Ph.D. 
Professor & Head     Vincent Coates Professor of Neurology 
Biochemistry and Medical Genetics   Department of Neurology and Neurobiology 
University of Manitoba, Faculty of Medicine  Yale School of Medicine 
 
Kathryn J. Swoboda, M.D. 
Associate Professor, Neurology 
Adjunct Associate Professor, Pediatrics 
Diplomat, American Board of Medical Genetics 
University of Utah School of Medicine 
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Copies To: 
 
Advisory Committee Members: 
 
Amy Brower, Ph.D., Executive Director, Medical Informatics and Genetics, Third Wave Molecular 
Diagnostics 
 
Peter B. Coggins, Ph.D., President, PerkinElmer Life and Analytical Sciences, Senior Vice President, 
PerkinElmer 
 
Gregory A. Hawkins, Ph.D., Assistant Professor, Department of Internal Medicine, Section on 
Pulmonary, Critical Care, Allergy and Immunologic Diseases, Center for Human Genomics, Wake Forest 
University School of Medicine 
 
Jana Monaco, Woodbridge, Virginia 
 
James A. Newton, M.D., President, Alabama Neonatal Medicine, P.C. 
 
Piero Rinaldo, M.D., Ph.D., Professor of Laboratory Medicine and Pathology, Mayo Clinic College of 
Medicine, Chair, Division of Laboratory Genetics, Department of Laboratory Medicine and Pathology, 
Mayo Clinic Rochester 
 
Michael Skeels, Ph.D., M.P.H., Director, Oregon State Public Health Laboratory 
 
Advisory Committee Liaison Members: 
 
James W. Collins, Jr., M.D., M.P.H., Chairman, Secretary’s Advisory Committee on Infant Mortality, 
Associate Professor of Pediatrics, Department of Pediatrics, Division of Neonatology, Children’s 
Memorial Hospital, Chicago, Illinois 
 
Denise Dougherty, Ph.D., Senior Advisor on Child Health, Agency for Healthcare Research and Quality 
 
Joseph Telfair, Dr.P.H., M.S.W., M.P.H., Professor, Public Health Research and Practice, Department of 
Public Health Education, School of Health and Human Performance, University of North Carolina at 
Greensboro 
 
Peter C. van Dyck, M.D., M.P.H., M.S., Associate Administrator, Maternal and Child Health Bureau, 
Health Resources and Services Administration 
 
Advisory Committee Ex-Officio Members: 
 
Duane Alexander, M.D., Director, National Institute of Child Health and Human Development, National 
Institutes of Health 
 
Coleen Boyle, Ph.D., M.S., Director, Division of Birth Defects and Developmental Disabilities, Division 
of National Center on Birth Defects and Developmental Disabilities, Centers for Disease Control and 
Prevention 
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Advisory Committee Executive Secretary: 
 
Michele A. Lloyd-Puryear, M.D., Ph.D., Chief, Genetic Services Branch, Maternal and Child Health 
Bureau, Health Resources and Services Administration 
 
Advisory Committee Organization Representatives: 
 
Norman B. Kahn, Jr., M.D., Vice President, Science and Education, American Academy of Family 
Physicians (American Academy of Family Physicians) 
 
E. Stephen Edwards, M.D., F.A.A.P., Past-President, American Academy of Pediatrics (American 
Academy of Pediatrics) 
 
Anthony R. Gregg, M.D., Director, Maternal Fetal Medicine, Medical Director of Genetics, Department 
of Obstetrics and Gynecology, University of South Carolina School of Medicine (American College of 
Obstetricians and Gynecologists) 
 
Christopher Kus, M.D., M.P.H., Pediatric Director, Division of Family Health, New York State 
Department of Health (Association of State and Territorial Health Officials) 
 
Bennett Lavenstein, M.D., Child Neurology Society, Neurology Department, Children’s National 
Medical Center, Washington, D.C. (Child Neurology Society) 
 
Lt. Col. David S. Louder III, M.D., Chief Consultant for Maternal-Child Medicine, Air Force Medical 
Corps, AFMSA/SGOC (Department of Defense) 
 
Ethan D. Hausman, M.D., F.A.A.P., F.C.A.P., Medical Officer, Inborn Errors of Metabolism Team, 
Division of Gastroenterology Products, Center for Drug Evaluation and Research, Food and Drug 
Administration (Food and Drug Administration) 
 
Nancy S. Green, M.D., Medical Director, March of Dimes Birth Defects Foundation (March of Dimes 
Birth Defects Foundation) 
 


