
 

NeuroNext biomarker study explores natural
history of infantile-onset SMA

January 9 2018

Research led by The Ohio State University Wexner Medical Center to
define the natural history of infantile-onset spinal muscular atrophy
(SMA) has been "critical" to accelerate the development of effective
therapies and hasten their approval by the FDA," said principal
investigator Dr. Stephen J. Kolb, director of the OSU ALS/Motor
Neuron Disease Translational Research Program at Ohio State's
Neurological Institute.

Findings of the study are published online in the journal Annals of
Neurology.

"Clinical trials in this population require an understanding of disease
progression and identification of meaningful biomarkers to hasten
therapeutic development and predict outcomes," Kolb said. "This study
has generated definitive controlled data on the natural history of infantile-
onset SMA. With the advent of effective disease-modifying therapies,
it's likely not ethical or feasible to perform future clinical trials that have
a placebo arm in which sick children don't receive available treatment.
Thus, our data sets are critical for future investigation of improved
therapies."

SMA is an inherited condition that causes nerve cells in the lower part of
the brain and spinal cord to break down and die. The infantile-onset
form is the leading genetic cause of infant death, typically before age
two.
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The study assessed infant motor function scales and possible
electrophysiological, protein and molecular biomarkers at baseline and
subsequent visits for 27 healthy infants and 26 infants with the most
severe form of SMA. A total of 23 healthy infants and seven SMA
infants completed the study, and the median age of survival for infants
with two copies of the SMN2 gene was eight months.

According to an accompanying editorial in the Annals of Neurology, this
study is "already serving as the gold standard for the natural history of
untreated infantile SMA."

"The control infant data obtained here is also novel, contributes to our
understanding of postnatal neuromuscular development and provides a
first benchmark to indicate full recovery in SMA trials and optimal
clinical management," Kolb said. "Considerations for effective clinical
trial design in infantile-onset SMA can be gleaned from this study and
recent clinical trials."

The study was a prospective, multi-center, longitudinal natural history
study in SMA and healthy infants designed to mimic a clinical trial. The
protocol, patient demographics and baseline characteristics were
published previously.

  More information: Stephen J. Kolb et al. Natural history of infantile-
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