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Dear Committee Members,  

Thank you for including the voice of the patient into the selection process for the 20 
disease-specific meetings. I was fortunate to be able to testify in person at the Silver 
Spring hearing on October 25th.  Due to the short 2 minute oral time limit I committed 
to supply additional written comments. 

I write you as president and co-founder of the MLD Foundation on behalf of 200+ 
living MLD patients in the US today (2,000 worldwide) and also as a MLD dad – I 
lost my 10 year old to MLD and one of my two other daughters is terminal with MLD. 

I recommend adding Lysosomal Storage Disorders (LSD) with Neurological 
Manifestation to the list of nominated disease areas for the Patient-Focused Drug 
Development initiative and the criteria used for nomination, the initiative that is being 
conducted to meet the requirements enacted by PDUFA V. 

Specifically, I’d like to recommend MLD – metachromatic leukodystrophy as a 
focus disease. I will summarize why MLD is an ideal candidate at the end of this letter. 

(I	  did	  share	  this	  letter	  with	  others	  –	  so	  you	  may	  start	  to	  see	  some	  repetitive	  text.	  	  But	  please	  read	  it	  
carefully	  as	  this	  letter	  has	  been	  adapted	  for	  my	  personal	  and	  MLD	  Foundation	  testimony	  –	  it	  is	  not	  the	  
same	  cut	  and	  paste.)	  

We know every disease cannot be individually represented in just 20 meetings so we 
propose this group of lysosomal diseases that will provide unique research/therapy 
insight and will bring to bear the issues of developing therapies and drugs for ultra-
rare and rare diseases. 

I'm recommending this group of LSD's because it cuts across multiple conditions 
represented in the preliminary list, groups together several diseases with similar 
physical manifestations, fits the criteria requested for additional disease area selection, 
and is poised for near-term treatment success. 



  

Lysosomal diseases share unique drug development challenges with their rare disease 
siblings ... such as having significantly smaller population sizes to study and recruit for 
trials from, a lack of well documented natural history, and inconsistencies in the extent 
of past research. In addition, the lysosomal diseases with neurological manifestations 
represent the generic challenges of ultra-rare populations that have very fast 
progressions and severe symptoms. 

Neuro-LSD's include over 45 diseases, 40 which affect children, and are universally 
fatal. Neuro-LSD's share many similar challenges; a breakthrough in one of our 
diseases often opens similar lines of exploration in the remaining diseases.  They all 
share a challenge in getting drugs to reliably pass the blood-brain-barrier. 

Currently, nearly all of the diseases nominated by the FDA have approved treatments. 
Meanwhile, there is not a single approved treatment that effectively addresses the 
45 different Neuro-LSD's. Our community finds the preliminary list egregious at 
best, and we hope you will consider the group of Neuro-LSD's for the patient focused 
drug development initiative. 

Lysosomal Storage Diseases fits all of the criteria requested for additional disease 
areas. 

1. LSDs are chronic, symptomatic, and have a devastating effect on the functions 
and activities of daily lives of the affected child and their families. Neurological 
effects include multiple types of seizures, ataxia, myoclonus, dystonia, tremors, 
chorea and spasticity. Many children affected by these disease regress to such a 
state that they require 100% care. They are unable walk, talk or eat via mouth - 
and after these painful losses, most die early deaths. 

2. LSDs with similar and identical gene defects exhibits a range of severity and 
age of onset. Some patients are affected at birth and range to include adult 
onset forms of these diseases. 

3. A previous lack of natural history studies, high-resolution clinical endpoints, 
and biomarkers resulted in aspects of the disease not previously captured in 
clinical trials. 

Many of the Neuro-LSD groups are developing global initiatives to address 
these needs - but today, the biomarkers and clinical endpoints generally do not 
exist due to the cost and difficulty of getting these endpoints for these ultra-rare 
diseases recognized by the FDA for clinical trial purposes. 

4. Neuro-LSD's disproportionately affect the pediatric population. In most of 
these cases the disease is terminal. LSD's may not represent a broad range in 
terms of size of the affected population, however, as a group, they do represent 
the most common inherited, pediatric, neurodegenerative disease group in the 
world. 

Disease symptoms, as well as the underlying pathologies of these diseases, share many 
commonalities with more well known neurodegenerative diseases affecting adult 



  

populations such as Parkinson's, Huntington's and Alzheimer's diseases. While anti-
epileptic medications have been shown to have a positive effect on seizure control, they 
simply hold the worst at bay for as long as possible. ALL of these temporary 
"treatments", eventually fail in their goal of stopping seizures, as the lysosomal diseases 
continue their relentless progression. 

Sadly, many of these children are keenly aware that their brains are rebelling against 
them, their bodies are failing, and that their lives are running in reverse, while their 
peers are moving forward. Recent developments in regenerative medicine, gene 
therapy, enzyme replacement, and drug discovery, are resulting in first-in-man studies 
for multiple forms of Lysosomal Storage Diseases. Investing in drug development that 
focuses on common mechanisms in the pathogenesis of multiple diseases could result in 
benefit for thousands of patients with rare and common illnesses. It is the right time to 
invest in translating discoveries into treatments for children who are in a race against 
time. Much progress has been made in understanding these diseases in the current age 
of genetic medicine. It would be a crime to let these discoveries languish due to a lack 
of interest or funds when we are so close to helping so many. 

While any Lysosomal Disease with Neurological Manifestation, as described above 
would be a great focus disease, I’d like to highlight why MLD would be an excellent 
representative within that category. 

MLD … 

• Is a neurological disease affecting both the central and peripheral nervous 
systems. Researchers do not understand why therapies targeted at the CNS 
do not seem to benefit the PNS.  

• Other body systems are affected by the loss of CNS/PNS capabilities.  
MLD’s degradation includes cognitive as well as motor loss. Periods of 
seizures, contractures, high tone, loss of eyesight, difficulty breathing, and 
core temperature management are but some of the often painful challenges of 
MLD. 

• MLD is both a lysosomal disease and a leukodystrophy – we are one of only 
two diseases to be in both these also-rare disease umbrella categories. MLD is 
a white matter disease resulting from a defect in the lysosome of the cell. 

• Predominantly affects infants … but 20-25% of the cases are juvenile and 
another 20% or so are adult onset 

• We have over 200 mutations and the genotype-phenotype correlation is not 
well understood 

• We have no generally accepted biomarker or clinical end point 
• We have two clinical trials underway in Europe, but none here in the US. 

One of these trials was considered for application in the US and was rejected. 
• Our community is well organized with almost 300 families tightly connected.  

Our estimated population is approx. 200 patients in the US and a bit over 
2,000 world-wide. 

• MLD is ultra-rare – our issues in understanding the disease are complicated 
by a wide-spread small population.  We have limited natural history and 



  

academic study underway. Ultra rare diseases exaggerate the problems that 
rare disease have with trial recruiting, study, and approval. 

• Stem cell transplant is the only therapy applied today.  Its mortality is too 
high, and its viability for post-symptomatic patients is negligible.  It has some 
CNS benefit for early symptomatic juveniles and adults – but is all cases PNS 
is not saved and the patients are trapped in immobile bodies.  In short, we 
really have no viable therapies today. 

• Time to death for the late infantiles is a few years.  These families, in 
particular, are very motivated to consider the risk/reward benefits of novel 
therapies – they cannot afford to wait to see if a therapy is safe and “will do 
no harm” because their children will be dead when that answer is known. 

• Families typically suffer a lengthy diagnostic odyssey and unfortunately that 
means the younger siblings benefit from the diagnosis of their older sister or 
brother who is to far advanced for clinical trial participation. 

• Two US-based firms/divisions are working on MLD therapies, and there are 
several academic institutions in the US and overseas with good knowledge of 
MLD 
 

I am personally very engaged and proactive in trying to improve policy (and the 
regulations behind it) so that the FDA can be more effective at accomplishing its goals. 
We are able to and commit to organizing participation at a focus meeting that will be 
collaboratively productive, not just table pounding and demanding.  

Again, I implore you to add, Lysosomal Storage Disorders with neurological 
manifestations, all of which are ultra-rare diseases, and if possible, Metachromatic 
Leukodystrophy to the list of disease to be considered!  They are great proxies for all 
of the FDA criteria and what is learned through them will benefit many other related 
diseases. 

 

 

Sincerely, 

 

Dean Suhr, President & Co-Founder 
MLD Foundation 


