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MORNING SESSION 

James Valen*ne, JD, MHS (00:15:36): 

Good morning. My name is James Valen;ne, and welcome to the Externally-led Pa;ent-focused Drug 

Development on Metachroma;c Leukodystrophy or MLD. I'm here in the studio with my co-host, Maria 

Kefalas from The Calliope Joy Founda;on and Cure MLD, and we're coming to you live from the 

Washington D.C. metropolitan area. Actually not too far from where the U.S. Food and Drug 

Administra;on's headquarters are located. It's now my pleasure to turn it over to Dean Suhr from the 

MLD Founda;on who'll be providing some opening remarks. Dean, take it away. 

Dean Suhr (00:16:12): 

Welcome everybody to the Metachroma;c Leukodystrophy Externally-led Pa;ent-focused Drug 

Development Mee;ng. I'm Dean Suhr. I'm co-founder and president of MLD Founda;on, whose mission 

is we care, facilita;ng compassion, increasing awareness, influencing research and expanding educa;on 

for metachroma;c leukodystrophy. But I'm most proud to be dad to three girls, including Lindy and 

Darcy. My two daughters with juvenile MLD. They were diagnosed in 1995 a]er a six-year diagnos;c 

odyssey. Unfortunately, Darcy passed away shortly a]er an experimental bone marrow transplant. For 

Lindy, the textbooks told us that Lindy, who was 14 at the ;me and was not eligible for therapy, would 

live to her early 20s. I'm blessed to share that we celebrated her 42nd birthday in Hawaii last month, but 

Lindy's an outlier. She reminds me that the study of MLD's basic science is s;ll cri;cal. But today, we're 

focused on the transla;onal science by taking the learning from the pa;ent experience and using that to 

inform new therapies and clinical care strategies. 

(00:17:12): 

As you'll learn over the next few hours, MLD is a ravenous terminal disease. Over the past two decades 

of MLD Founda;on's work, we've journeyed around the globe and have personally met hundreds of MLD 

pa;ents, and sadly, we must report that most lived of much less than a decade a]er diagnosis and most 

haven't had any access to therapies. MLD does not just affect the pa;ent, it affects the en;re family, the 

extended family, and frankly society as a whole as we support those families. Those journeys and the 

MLD community's hopes are being shared today to spotlight our loved one's symptoms, struggles, 

concerns, and their hopes for the future. You'll meet some of the most generous, loving, and capable 

people I know. We've seen them step up and do anything and everything for their loved ones. O]en, 

things they didn't know they even had the ability, skills, or energy to do. They've become ;reless 

advocates and caregivers, o]en providing first ;er medical services 24/7 for their loved ones. 

(00:18:06): 

Over half of the MLD popula;on is laid infan;le. So today, you'll mostly hear from parents, but you'll also 

hear directly from some pa;ents. For presymptoma;c MLD, stem cell transplant has historically been the 

only op;on. Also, today, you'll hear about how this is changing. We hope our discussion will directly 

inform the U.S. Food and Drug Administra;on staff who have joined us. We also hope it informs the 

dozens of biopharma staff, researchers, and clinicians that are here too. We're really pleased to have 

other stakeholders in ahendance, including representa;ves from advocacy and professional 

organiza;ons, medical ins;tu;ons, agencies, and universi;es from around the world. We hope and 

expect this ELPFDD mee;ng will encourage and inform future research and new therapy development 

for the people living with MLD who urgently need more life-saving therapies and beher pa;ent-focused 

quality of life improvement op;ons. 

(00:18:56): 

For the balance of today's mee;ng, we ask that you listen carefully to the stories and insights into the 

daily frustra;ons, disappointments, struggles, and sacrifices that make up the life of pa;ents and parents 
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whose loved ones have MLD. Thank you to the FDA for giving us permission to hold this mee;ng and for 

ahending. We're incredibly grateful for this opportunity to share our experiences with you. Thank you 

also to our generous financial supporters who've enabled us to produce this mee;ng, to produce next 

month's scien;fic mee;ng, and also the Voice of the MLD Pa;ent Report, Orchard Therapeu;cs, Takeda 

Pharmaceu;cals, Athena Therapeu;cs, Homology Medicines, and Passage Bio. And to the many MLD 

families who've taken the ;me to be with us today, this mee;ng is for us, this mee;ng is about us. Thank 

you for being here too. 

(00:19:40): 

We invite you to call or write in during the mee;ng and ask that you par;cipate in the live polling, so 

keep your mobile phones handy. We want to hear as many different stories and perspec;ves as possible. 

When calling or commen;ng, please use only your first name. No other iden;fying informa;on needs to 

be shared. We will do our best to get to all of your comments, but please note that any comments we 

don't share live are equally as important because they will be collected and published in the Voice of the 

MLD Pa;ent Report, a recap and summary of this special day. And if you need to step away to care for 

your loved one, the mee;ng's being recorded and will be available on the mldpfdd.org website 

immediately a]er we finish. So let's get started. I'm pleased to turn the mee;ng over to our in studio co-

host, James Valen;ne and Maria Kefalas. 

Maria Kefalas, Ph.D (00:20:26): 

Thank you, Dean. Now, to provide some welcoming remarks from the FDA, it is my pleasure to introduce 

Dr. Sairah Thommi, a clinical reviewer in the division of Clinical Evalua;on, Pharmacology/Toxicology in 

the Office of Tissues and Advanced Therapies in the FDA Center for Biologics Evalua;on and Research, 

the part of FDA responsible for regula;ng cell and gene therapies. Dr. Thommi, take it away. 

Sairah Thommi, MD (00:20:55): 

Thanks for that introduc;on. Hi, everyone, I'm Sairah Thommi. I'm a clinical reviewer in the Center for 

Biologics Evalua;on and Research, also known as CBER. I have not spoken at or ahended a live pa;ent-

focused drug development mee;ng before. However, I have reviewed previous submissions for rare 

pediatric disease. And for these files, I have watched previous mee;ngs to gain insight into the pa;ent 

and caregiver's experience to gain further clarity on the impact of disease and outcomes that would be 

meaningful to them. It has been extremely beneficial to have both pa;ent and caregiver perspec;ves 

when reviewing these files. Although there are many sources that discuss a disease's course, having 

firsthand stories that can relay the effect of the disease on both the pa;ent and the family is a powerful 

resource and aids in our understanding of clinically meaningful priori;es that we hope to be assessed in 

future drug development programs. 

(00:21:45): 

So, I wanted to thank you all for being part of this mee;ng and sharing your experiences with us. I'd also 

like to thank Cure MLD, The Calliope Joy Founda;on, the MLD Founda;on, United Leukodystrophy 

Founda;on, and The Global Leukodystrophy Ini;a;ve, and all the staff that were involved in planning 

this mee;ng. 

(00:22:03): 

While FDA plays a cri;cal role in medical product development, we are just one part of the process. 

These mee;ngs give the FDA and other key stakeholders, including medical product developers, 

healthcare providers, and federal partners an important opportunity to hear directly from pa;ents, their 

families, caregivers, and pa;ent advocates about the symptoms that maher most to them, the impact 

the disease has on pa;ents' daily lives and pa;ents' experiences with currently available treatments. 

(00:22:32): 
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We would like to hear what specific things pa;ents look for in an ideal treatment to manage their 

condi;on. This will help inform the focus of new product development and clinical trials. The FDA shares 

the pa;ent community's commitment to facilitate the drug development of safe and effec;ve medical 

products for MLD. And when we say medical product development, we mean it in the broadest sense of 

iden;fying, developing, and evalua;ng poten;al therapies or devices that can help pa;ents manage 

their condi;on. FDA protects and promotes public health by evalua;ng the safety, effec;veness, and 

quality of new products, but we do not develop medical products or conduct clinical trials. It is however, 

FDA's responsibility to ensure that the benefits of the product outweigh the risks. Therefore, having this 

kind of dialogue is extremely valuable for us because hearing what pa;ents care about could help us 

lead the way in figuring out how to best facilitate medical product development for MLD and to 

understand how pa;ents view the benefits and risks of therapies and devices for MLD. 

(00:23:39): 

As part of the agency coordinated effort to support and accelerate the drug developments for rare 

diseases, CBER has launched the Natural History of Metachroma;c Leukodystrophyhy, also known as the 

HOME Study. The HOME is an exploratory study to evaluate the feasibility of establishing an external 

control cohort, which could be used to either augment or replace a control arm in a future clinical trial. 

In addi;on, HOME uses innova;ve methods to streamline the conduct of the study, from enrollment to 

follow up using video visits and the SHAPE plalorm to assist in data collec;on. The HOME Study 

combines innova;ve methods and the collec;on of fit for purpose data to support regulatory decision 

making. 

(00:24:21): 

Rare disease drug development is a top priority for the agency and one way for this community to help 

advance treatments for MLD a]er this mee;ng is to advocate for companies and academic inves;gators 

to donate their placebo arm or natural history data to the Rare Disease Cures Accelerator. The Rare 

Disease Cures Accelerator data analy;cs plalorm has been created through a partnership with FDA and 

C-PATH.This plalorm pulls together data for many sources for many rare diseases from organiza;ons and 

companies around the world. The data provided for this plalorm is meant to be pulled together and 

built into a clinical trial simulator that makes it a lot easier for companies to develop successful clinical 

trials. 

(00:25:08): 

We look forward to incorpora;ng what we learn today into the agency's thinking and understanding of 

how pa;ents view the benefits and risks of therapies and devices for MLD. Your input and perspec;ves 

really help us and will also help industry and academia to move the drug development process forward 

and to ensure that new medica;ons meet the needs of people living with MLD. Once again, we're all 

here today to hear the voice of the pa;ent, so thank you for your par;cipa;on. We're grateful to each of 

you for being here and sharing your personal stories, experiences, and perspec;ves. And now back to 

the studio. 

Maria Kefalas, Ph.D (00:25:45): 

Thank you, Dr. Thommi, for sharing the importance of the pa;ent voice to FDA officials. Now, to provide 

a clinical overview of MLD, which will set a scien;fic founda;on for today's mee;ng, we will hear from 

Dr. Laura Adang, an ahending physician in the Division of Child Neurology at the Children's Hospital of 

Philadelphia and principal inves;gator of the MLD Natural History Study. Dr. Adang. 

Laura Adang, MD, PhD (00:26:13): 

Hello. Thank you so much for invi;ng me here to talk about the clinical overview of metachroma;c 

leukodystrophy. My goal today is to provide the context for the family stories that we are to hear later. I 
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have some conflicts of interest. So I do work with Orchard, Takeda, and Biogen on therapy development 

for Leukodystrophies as both a research and as a consultant. I have several different forms of NIH 

funding and several family founda;on funds as well. 

(00:26:42): 

Our objec;ves today, again, are to talk about the diagnosis of metachroma;c leukodystrophy, discuss the 

clinical course of the disease, address the genotype/phenotype correla;on, and talk about the different 

clinical categories or spectrums of presenta;on that we see as part of clinical care. 

(00:27:03): 

MLD is a biochemical disorder. It's a lysosomal storage disorder where affected persons have a deficiency 

or a decrease in the amount of Arylsulfatase K, which is a lysosomal enzyme. When ARSA's ac;vity is low, 

we get an accumula;on of sulfa;des and those sulfa;des are associated with a central and a peripheral 

demyelina;on. We can easily measure the levels of ARSA ac;vity in both blood as well as dried blood 

spots. And there's a clear difference between MLD pa;ents, which is shown in the center le] and normal 

controls both adults and newborns, where the ac;vity of ARSA is much lower within the MLD 

popula;on. And as such, the diagnosis of MLD is rela;vely straighlorward. It's a combina;on of 

biochemical tes;ng where we can measure the level of urinary sulfa;des as well as a measurement of 

how ac;ve the enzyme is. We can also do sequencing of the ARSA gene. And so the combina;on of 

these three factors lead us to a defini;ve diagnosis of MLD. 

(00:28:19): 

Classically, MLD has been divided into four and some;mes three different subtypes. There's the late 

infan;le form, which is the most common and associated with an early onset where children begin to 

manifest symptoms of disease before two and a half years of age. The first symptoms are o]en difficulty 

with walking, so we call those early motor symptoms and there is universally a rapid and severe loss of 

neurologic func;on in the late infan;le cohort. 

(00:28:51): 

If you look on the far right, there's the adult onset form. You have onset any;me from the age of 16 up 

un;l well into adulthood. You tend to have a more cogni;ve predominant phenotype where personality 

changes or anxiety depression, those kind of things are the first symptoms o]en;mes in the adult onset 

form, and it tends to have much more chronic changes. So changes happen over years or decades, not 

weeks to months as we see in the late infan;le form. 

(00:29:25): 

In the middle of these two forms is the juvenile form of MLD. And more recently, we've started to divide 

it into two different subcategories of early juvenile and late juvenile, with early juvenile pa;ents 

presen;ng typically before the age of seven to eight, and they have a presenta;on much more similar to 

the late infan;les where there's a rapid onset of motor symptoms and then a rela;vely rapid decline, 

whereas the late juvenile pa;ents o]en;mes have more cogni;ve symptoms and have a slower course 

compared to the late infan;les. 

(00:30:03): 

When we look at how MLD changes or how well we can predict it, if you look on the le], this is group 

work from the German Lucranet group, where they compared the age and onset of family members as 

shown by the red dots linked by the lines for both the late infan;le in the juvenile forms of the disease. 

And here, juvenile is both early juvenile and late juvenile and you can see by the dots that are very 

closely connected in ;me as well as that very small box plot for the late infan;le popula;on, children 

with late infan;le disease tend to present at a very homogeneous ;me course, and there's really very 

lihle varia;on in that disease. In the juvenile popula;on, you can see both the representa;on of the 

early juveniles who tend to have various similar disease onset ;ming. And when you include the late 
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juvenile popula;on, it becomes a much more heterogeneous group and is harder to predict exactly when 

the disease is going to take effect. 

(00:31:10): 

When you look at not just when it begins, but how quickly it changes, you can see in the box plot on the 

right, the first box plot is represen;ng children with late infan;le, and you can see very narrow box plots, 

and these are when the children transi;on from interdependently ambulatory all the way down to non 

ambulatory. And so it really is showing that gross motor change across the popula;on. And you can see 

the late infan;le boxes are stacked on top of each other and have a very narrow window. This represents 

that very rapid change in motor func;on that we see in late infan;le individuals. 

(00:31:55): 

When we look at motor change across the en;re juvenile popula;on, both early juvenile and late 

juvenile, you can see there's a broad range, and so there's a huge range in ;me from when children are 

transi;oning from interdependently ambulatory to needing assistance walking to head control, only 

down to a level six, which is non ambulatory, no head control. And so the change that happens in the 

late infan;le popula;on over the span of months, in the juvenile popula;on is much more 

heterogeneous. And some of that popula;on is transi;oning quickly and some of the popula;on is 

transi;oning more slowly. 

(00:32:37): 

When you begin to look at how fast it's changing, one of the key metrics in metachroma;c 

leukodystrophy is that rapid change once ambula;on is lost. And when you look and compare late 

juveniles to juvenile popula;on, once ambula;on is lost and children can only walk with their hands 

being held, irrespec;ve of those early phenotypes, they're transi;oning- 

Laura Adang, MD, PhD (00:33:03): 

Irrespec;ve of those early phenotypes, they're transi;oning to loss of floor mobility and simng skills at 

the same rate. And so that's really something that's important to note, that although the juveniles are 

beginning later, by the ;me they're star;ng to lose ambula;on and walking skills, that pace of change is 

actually very similar to what we see in elite infan;le early onset forms. 

(00:33:28): 

I wanted to show a representa;ve case from the doctor's perspec;ve, because you're going to hear 

about these experiences from the family's perspec;ve. But from a doctor's perspec;ve, we o]en;mes 

will see a child with MLD many, many ;mes during the early disease course, before we have a clear 

answer as to what's going on. Children can present with esotropia or strabismus, so ocular defects are 

very common as the first presen;ng symptom, and that o]en;mes precedes the difficulty with walking. 

And during a ;me when you're expec;ng children to be clumsy and be gaining new skills, the families are 

no;ng a mild clumsiness with walking or a new difficulty, but as a clinician, it's really hard to that out 

because it is a ;me when new skills are emerging. 

(00:34:20): 

O]en;mes, families are presen;ng mul;ple ;mes to orthopedics, neurology, ophthalmology, their 

general pediatrician during this ;me period, searching for answers for these very small things that the 

families are detec;ng. Ul;mately, MRIs are obtained and o]en;mes, that first MRI can be normal or very 

mildly abnormal. Some;mes, there's no evident demyelina;on, but rather cranial nerve enhancement 

referable to the early ocular symptoms we see in many children with late infan;le MLD. But on 

subsequent MRIs, we o]en;mes can see that classic diffuse demyelina;on and children at this point 

have o]en unfortunately progressed from just a lihle difficulty walking to being unable to walk 

independently. And so we're going to focus a lot on how we can reduce this ;me from the first 
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symptoms to when really children have progressed to a point where I'm worried about the ability of 

therapies to help change their disease course. 

(00:35:27): 

While we define MLD as being a neurologic disease, it is actually a mul;-systemic disease, and you'll hear 

that from the families later, but it's a progressive neurologic disease and the needs are changing. 

Children have both a peripheral and essen;al neuropathy. They can, in a maher of weeks to months, 

really lose the ability to sit, control their head, and that impacts their func;onal skills and how they do at 

home. Extreme irritability is actually classic for the early phases of MLD, par;cularly in the early onset 

forms, and this can be from a variety of reasons. Demyelina;on itself is not to be painful. You can have 

severe tone abnormali;es in GI dysfunc;on, and in fact, we o]en;mes see GI mo;lity issues far before 

the neurologic expected course and many of our children have failure to thrive and require early G-tube 

placement in order to maintain nutri;on. 

(00:36:35): 

Tone is a major issue in MLD as well. Many of our children are both spas;c and dystonic and require 

mul;ple pain medica;ons to help to manage that tone. And as their disease progresses, o]en;mes, 

children have a mixed tone and central hypotonia or head control, which affects feeding and swallowing 

and breathing also plays in. There are some extra neuronal direct effects of MLD as well. We know that 

the gallbladder can be involved and this does lead to a risk of carcinoma and there's been some case 

reports of renal involvement as well. And so the prevalence of the gallbladder and renal I think needs to 

be sorted out with future perspec;ve studies, but some individuals have actually been known to present 

with gallbladder abnormali;es. 

(00:37:25): 

So what's the natural history of MLD? I think we've learned a lot about MLD and there are some 

wonderful large case series in case reports and even longitudinal natural history studies. I think one 

limita;on, from a tradi;onal prospec;ve natural history study, is it's a rare disease and it takes a long 

;me to accumulate that informa;on. And also, with prospec;ve studies, you're, by necessity, locking in 

the first visitor encounter a]er the ;me of diagnosis, but we know that the children begin to have 

problems or issues well before a diagnosis is made. As the clinical case example illustrates, o]en;mes, 

children are in the medical system for months, some;mes years before a diagnosis of MLD is made. And 

so prospec;ve natural history studies capture with rigor that ;me post-diagnosis, but I think that there's 

important informa;on we can gather from the retrospec;ve history to beher understand exactly how 

MLD is beginning. 

(00:38:29): 

We have an interna;onal cohort of collaborators who have worked with us to beher understand the 

beginnings of MLD, and this is unpublished data from our interna;onal cohort. When we look at, on the 

Y axis, the age at which the onset of MLD to ;me and suspicion, so how long did it take for us to 

diagnose MLD compared to the year at which the child began to have symptoms? One would expect that 

over;me, were going to be gemng faster, and that's not really the trend we see. We're gemng faster at 

diagnosing individuals, the late juvenile and adult forms, and maybe somewhat with the early juveniles. 

With late infan;les, because of the rapid nature of the disease and the lack of exis;ng newborn 

screening, we're not really gemng faster at recognizing children with this form of the disease, which is 

both the most common and the most rapidly devasta;ng. 

(00:39:35): 

I'm interested at looking at when the diseases truly begin so I can beher ;me future clinical trial targets 

and therapeu;c interven;ons. When we look at when children who are gaining simng or ambula;on, 

you can see that by the ;me of simng, the late infan;le popula;on is shown by the red line on the 
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bohom chart. You can see that they're star;ng to differen;ate from the rates of simng in the non-late 

infan;le cohort, sugges;ng that maybe as early as simng, we might be having a differen;a;on in how 

milestones are gained. And when you look at all the way to something like a gain of ambula;on, you can 

see that the late infan;le cohort is both a sizable percentage of the popula;on is never even gaining 

independent ambula;on. Moreover, when they do gain it, they some;mes are gaining it late too. And so 

I think as a big interna;onal consor;um of physicians dedicated to beher understanding MLD, it's really 

important to beher understand when we should be targe;ng interven;on. 

(00:40:50): 

So in conclusion, MLD is relentlessly progressive. This change, this loss of motor func;on happens very 

quickly in the late infan;le and early juvenile forms and much more variably in the late juvenile and adult 

forms. There is a delay in diagnosis that is not improving over ;me and underscores the need for early 

presymptoma;c screening. An MLD as a systemic disorder. It may be caused by demyelina;on in the 

central and peripheral nervous systems, but the en;re body is affected, and so we need treatments that 

help to manage the symptoms across the en;re body. I want to thank the organizers for invi;ng me to 

speak today about the clinical overview of metachroma;c leukadystrophy. It's my pleasure and honor to 

support the MLD community, and I want to go back to the studio now. Thank you. 

Maria Kefalas, Ph.D (00:41:47): 

Thank you, Laura. I'd now like to welcome our moderator for today's mee;ng, James Valen;ne, who has 

been working with us for with us over the past several months as he's helped us plan this mee;ng. 

James has worked the last 14 years as a champion for the pa;ent voice. James previously worked at the 

FDA where he was a pa;ent liaison, helping to incorporate the pa;ent voice into medical product review. 

There, he helped to develop and launch the pa;ent-focused drug development ini;a;ve. In private 

prac;ce, James has worked with many pa;ent organiza;ons to ensure their community's voices were 

heard by decision-makers. Relevant to today's mee;ng, James has been involved in helping plan and 

modera;ng three-fourths of the over 65 externally led PFDD mee;ngs, so we are in really good hands 

with James. 

James Valen*ne, JD, MHS (00:42:38): 

Well, thank you so much, Maria, and it's such a pleasure to be with this MLD community today, and I 

really look forward to hearing and talking with so many of you. So now that we've heard a clinical 

overview from a disease expert, we do get to turn to the core of today's mee;ng, which is to hear from 

you, the people living with MLD and their family members and direct caregivers. As we've heard, pa;ent-

focused drug development is a more systema;c way of gathering pa;ent perspec;ves on their condi;on 

and on available treatments. As we heard from FDA's Dr. Tomi, your input can help inform the agency's 

understanding of MLD to inform drug development and review. While FDA has held many of its own 

pa;ent-focused drug development mee;ngs, today marks the 66th externally led PFDD. With over 

10,000 known rare condi;ons, this is truly a unique and important opportunity for this community. 

(00:43:37): 

Today's mee;ng is interac;ve, so let me tell you a lihle bit about what we'll be asking of you and how 

today's mee;ng will be organized. First, the mee;ng itself is structured and will cover two different 

topical sessions. In our first session, which will be this morning, we'll be exploring the pa;ent and 

caregiver experience of living with MLD and its impacts on your loved one's daily lives. In our second 

session, we'll bring everybody back together to explore various approaches to treatment, including 

par;cipa;ng in clinical trials, and we'll also be asking you for your preferences for future treatments for 

MLD. 

(00:44:13): 
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So what will these two discussions look like? We'll primarily be using three methods for hearing from 

you. The first thing is for each of our sessions, we'll be hearing from a panel of pa;ents and caregivers 

living with MLD, who will help set a founda;on for the discussion and were selected to reflect a range of 

experiences of those living with MLD. Of course, we know that a single panel can't represent the full 

range of experiences, which is why a]er those panel discussions, we'll be launching into a facilitated 

audience discussion with all of you who are here live, all of our pa;ents and caregivers tuned in today. I'll 

be asking ques;ons and invi;ng you to state your name and you or your loved one's subtype of MLD and 

provide a comment. This can be done in one of two ways. We'll be invi;ng you to dial in by phone as well 

as submit wrihen comments that we'll be sharing throughout the program. 

(00:45:08): 

We'll also have a Zoom panel of pa;ents and caregivers who will be contribu;ng to that live discussion 

as well. We'll also be broadening our discussion through the use of polling ques;ons. We'll ask parents 

and caregivers and pa;ents only to use their phones to respond, or you can use, alterna;vely, a web 

browser, and in fact, we want you to go ahead and get into our polling system now, as once you're in it, 

you'll be able to stay on this throughout the en;re day and when we get to our first set of polling 

ques;ons in just a few moments, you'll already be able to answer that. So at this point, we'd like to invite 

you to pull out your phone, open up a browser, you can open up a tab on your web browser on your 

computer if you're following along there, and go to www.pollev.com/mldpfdd. Again, feel free to go 

there now, www.pollev.com/mldpfdd, and again, we'll be gemng to polling very soon. 

(00:46:10): 

We'll be using these polling ques;ons to help get a sense of the experiences of our broader audience as 

well as a way to aid in the discussion. Finally, we'll also have the opportunity for you to provide wrihen 

comments for 30 days a]er this mee;ng. So whether you're ahending live today and there's something 

else you wanted to share that you didn't get to or something comes to mind a]er the mee;ng's 

concluded, whether that's tonight or a few days from now, we invite you to contribute through a wrihen 

comment. Or if you're watching this on-demand a]er this mee;ng and you'd like to share some 

comments, we invite you to provide those as well. All of this input, both from today and from addi;onal 

wrihen input will be summarized in what's called a Voice of the Pa;ent Report, which is the summary of 

today's mee;ng, which will be provided to the Food and Drug Administra;on, as well as be made 

publicly available for researchers and drug developers to access and reference as well. 

(00:47:10): 

One last thing, I'd like to cover some ground rules before we get into our first set of polling ques;ons. I 

would like to encourage individuals with MLD and their caregivers to contribute to this dialogue. Again, 

that's going to be through polling, calling in by phone, submimng wrihen comments. This is limited to 

pa;ents, family members and other direct caregivers living with MLD. Meanwhile, our other 

stakeholders from the FDA, drug developers, and clinicians are here to listen only. I'd also like to men;on 

that views expressed today are inherently personal and the discussion may get emo;onal at ;mes, so 

respect for one another is paramount. To that end, we do ask that you try to be focused and concise 

when providing your comments so that way we can hear from as many voices as possible. So without 

further ado, let's get to it. And we're going to go to our first set of polling ques;ons, which are designed 

to give us a sense of who we have in our audience from the MLD community today. Again, if you haven't 

already, please open up a browser on your phone, please open up a new tab in your browser, go to 

www.pollev.com/mldpfdd. Once you get here, you can just keep this browser open, whether on your 

phone or your computer, and any;me we get to a new ques;on, it will automa;cally appear there and 

you'll be able to answer that ques;on. So our first ques;on for you this morning, again, for our pa;ents 

and caregivers, we want to know, are you either someone, A, living with MLD or, B, a caregiver of 

someone with MLD? And while some of these ini;al ques;ons are prehy straighlorward, we'll be giving 
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a few extra moments here to allow people to respond. We want to make sure everyone has a chance to 

get into this polling system so that way you'll be able to answer all of the ques;ons throughout today. 

(00:49:20): 

All right, we'll give you a few more moments here to get your responses into this first ques;on on either 

are you, A, someone living with MLD or, B, a caregiver, someone with MLD? It's been prehy stable, lihle 

fluctua;ons as results are coming in, but we're seeing the vast majority of our par;cipants are the 

caregivers of someone with MLD. However, we're seeing a lihle over 10% of our audience are those 

living with MLD themselves. So we very much encourage and welcome both individuals with MLD as well 

as caregivers to contribute by calling in, submimng wrihen comments, and of course, con;nuing to 

par;cipate in these polling ques;ons. 

(00:50:05): 

If we can go to our second polling ques;on here this morning. Here, we would like to know where you or 

your loved one with MLD, where they currently reside. The op;ons are, A, in the US East, B in the US 

Midwest or Central, C, in the US West, D, Europe, E, Middle East, F, Asia, G, Canada, H, Mexico, I, South 

America, J, Africa, or K, some other country or region not represented in these response op;ons in this 

ques;on here today. Today's mee;ng is an open public mee;ng that's open worldwide, so I'm glad to 

see that we have some par;cipa;on from outside of the United States. This mee;ng is for you too, so we 

encourage you and welcome you to contribute to the dialogue as well. As it stands, it looks like we have 

a good range of par;cipa;on from all across the United States as well, and from outside of the US, we 

have both representa;on from Europe and Canada, so that's wonderful. And again, encourage no maher 

where you're located, for you to par;cipate in this discussion today. 

(00:51:27): 

All right, if we can go to our third polling ques;on. Here, we want to know is your MLD loved one or if 

you're living with MLD yourself, are you either, A, female, B, male, C, non-binary, or D, other or prefer not 

to iden;fy? So again, here we want to know the gender of the person living with MLD, whether that's 

you as someone living with the condi;on or if you're a caregiver, your loved one with the op;ons, either 

A, female, B, male, C, non-binary, or D, other or prefer not to iden;fy. While final results are trickling in, 

it looks like the trend is we're around three quarters of our audience. The individuals living with MLD 

that are represented are female, and about a quarter of the people with MLD represented today are 

male and nobody repor;ng non-binary or other or prefer not to iden;fy. 

(00:52:34): 

If we can do our fourth polling ques;on. So here, we want to know how old is your MLD loved one? Or if 

you're living with MLD, how old are you? The op;ons are, A, zero to five years of age, B, six to 10 years of 

age, C, 11 to 18 years of age, D, 19 to 30 years of age, E, 31 to 50 years of age, F, 51 to 70 years of age, or 

G, 71 years of age or older. So again, we're going to, here in this ques;on, understand that the current 

age of those living with MLD that are represented in our audience. We'll give you a few more moments 

to answer this ques;on. 

(00:53:26): 

I promise as we move later in the mee;ng, the polling ques;ons will definitely be more difficult and 

you'll probably be wishing they were as easy as these types of ques;ons here early this morning, but as 

it stands, it looks like the groups that are with the most representa;on this morning are those zero to 

five years of age and those six to 10 years of age, both slightly under one third of our total par;cipants. 

We're seeing just a lihle over 15% of our par;cipants in the 11 to 18 year age range or the 31 to 50 year 

age range and a lihle under 10% of those with MLD represented today in that 19 to 30 year age range, 

nobody represented today living with MLD between 51 to 70 years of age or over 71 years of age. 

(00:54:20): 
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So if we can move to our final ques;on for this morning to get a sense of our audience here. So here, in 

one moment, we'll get up this fi]h polling ques;on where we want to know here what type of MLD do 

you or your loved one have, and the op;ons are, A, late-infan;le, B, juvenile, C, adult, or D, if you're 

unsure. So again, what type of MLD do you or your loved one have? I think Dean when he was giving his 

opening remarks, forecasted that we would probably see a large representa;on from the late-infan;le 

segment of this community, which we do see reflected here with just over half of our overall par;cipants 

represen;ng those living with late-infan;le MLD. We see a lihle under a third represen;ng the juvenile 

forms and just over 10% with the adult. And we do see that there's a small propor;on of people 

represented today that are unsure which MLD form they or their loved one have. 

(00:55:44): 

Really important. We want to hear about all of these types of MLD. We are not focused on any one 

singular form of MLD today, so whether you're one of the more common types of MLD that's 

represented or you are in one of the less common, we do want to hear from you and encourage you to 

have your voices heard. So now we get to move into our first topic for today where we're going to learn 

from you all what it is really to live with MLD. And so I'd like to pull up our first set of discussion 

ques;ons. These are ques;ons that we're going to be exploring over the course of this morning. We're 

going to be wan;ng to have you weigh in and help us understand of all the symptoms and health effects 

of MLD, which one to three of those have had the most significant impact on you or your loved one's 

life? We want to know how does MLD affect your loved one or you on best versus on worst days and we 

want to hear you describe that variability from day to day that exists. 

(00:56:51): 

We also want to know how these symptoms have changed over ;me, whether that's day to day, week to 

week, month to month, or over the course of years living with MLD. And not only do we want to explore 

those direct symptoms and health effects, but we want to understand how they impact your daily lives. 

So are there specific ac;vi;es that are important to you or your loved one that they can't do it all or as 

fully as they would like because of their MLD? And finally, recognizing that while there's much you've 

already experienced living with MLD, that you may also be thinking about what life with M LD looks like 

in the future, and so we want to hear from you any worries, fears, or concerns that you have for yourself 

living with MLD or you have for your loved ones living with MLD. 

(00:57:37): 

And so to kick us off in this discussion and weigh in on these ques;ons, I'd like to welcome a panel of 

your fellow MLD community members. We have George, Michelle, Mahhew, and Lauren, Corrine and 

Heather who will be sharing their experiences. George, why don't you take it away 

George D. (00:57:59): 

If you'll indulge me, imagine for a moment it's 15 below zero in North Pole Alaska. It's the perfect 

temperature for dog mushing compe;;on. You're seven years old and it's February. You've just clenched 

the championship ;tle with your team. You are the best musher in Alaska. You're a good student, you're 

a fair hockey player, and you enjoy canoeing, camping, hiking, and all the other outdoor ac;vi;es. 

Outgoing and friendly, you're never at a loss to strike up conversa;on with anyone. Unknown to you 

now, within eight months of being the state champion dog musher, you'll have spoken your last word, 

taken your last step and saying your last song. Four years ago, this was the experience of my 11-year-old 

son, Ronan. Metachroma;c leukodystrophy came suddenly and drama;cally to our family. One year was 

all the ;me it took from the onset of first symptoms to being fully caregiver dependent. 

(00:58:53): 

At the beginning of his school year, his concentra;on began to diminish and he started demonstra;ng 

some slightly awkward social behaviors, so we treated Ronan for ADHD. By spring of that year, his gate 
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had changed and he began intermihent toe walking. His fine motor coordina;on was becoming 

no;ceably impaired. It was apparent that this was not ADHD. Within two months of observing the first 

physical symptoms, especially his walking challenges, Ronan's speaking and swallowing ability rapidly 

decreased and we scheduled an MRI. His diagnosis of a degenera;ve terminal condi;on was shocking 

and the knowledge that there were only symptom management therapies available heartbreaking. 

(00:59:38): 

From the onset of the first symptom, the concentra;on deficit, to being unable to speak was a period of 

12 months. There were only six months between complete vocal capacity to an inability to speak. 

Physically, he had hiked four miles in June, he was diagnosed in July, and by October, he was fully 

wheelchair-bound. It was incredible how swi]ly MLD removes someone of Ronan's capabili;es. My 

name is George Drinkwater and I'm a grandfather, father, and husband living in the remote tribal 

community of Chistochina, Alaska. We are an Alaskan na;ve and American-Indian family from the 

[inaudible 01:00:16] Crow tribes. Ronan has two brothers, a sister, and a niece. Our environment here is 

beau;ful, harsh, and isolated. We live four hours from our hospital, the nearest Costco and Anchorage. 

Our nearest grocery store is an hour away and we get wind temperatures as low as nega;ve 40. 

(01:00:36): 

Ronan has thus far traveled about 24,000 miles to receive care and treatment since his diagnosis and 

going forward, he will need air ambulance medevac for urgent care needs. His present condi;on is such 

that now, four years since symptoms began, he has no voluntary motor func;on. There are no areas of 

independence in his life. He cannot move, he cannot eat, toilet, or speak. He is also challenged with 

blindness, neuropathy, and seizures. He requires wheelchairs, li] systems, internal feeding appliances, 

and supplemental oxygen. One appliance that he would benefit from is a high flow nasal cannula, a 

therapy he has used mul;ple ;mes in the hospital and one that his providers would prescribe but is not 

approved for home use for his condi;on. 

(01:01:27): 

Before losing his speech, Brandon was aware that his life was changing and he shared how frustra;ng 

and sad he was at losing his abili;es. Upon reflec;on, I think he knew for some ;me before we did that 

he was facing a challenge, unlike those around him. He spoke of seeing an old man who comforted him 

just before he could no longer talk. Whatever spiritual messenger this was, he was given an assurance of 

peace and we no;ced that the anger he felt was replaced by gra;tude and an abundance of love. 

Ronan's spirit and courage remains strong and he is a happy young man with a joyful heart, even in the 

midst of the boredom he feels. 

(01:02:08): 

He lives and will pass this life with love, hope, and faith. I want to leave you with a prayer of our late 

tribal leader and matriarch, Ka;e John. May God who created our world send his spirit to be in you, may 

he protect you from evil, may his blessing be upon the land. May the land be good where we walk, may 

the animals have enough to eat for winter, may the water be good, and may the goodness of God dwell 

within you. Amen, [foreign language 01:02:43]. Thank you all for listening. 

Michelle H. (01:02:47): 

I'm Michelle and my six-year-old daughter, Willow, has MLD. She was perfectly developed at three years 

old, but within a year she lost speech, swallowing con;nents, and body control. Before the diagnosis, we 

no;ced Willow was always very clumsy. She would stumble when walking or fall off of her stool. In 

daycare, she occasionally got accident reports where she fell into the bushes or hit her head. Around 

Christmas 2018, Willow began to lose interest in Legos and had trouble stacking blocks. She passed a 

developmental evalua;on with her PCP. He referred her for physical therapy. A]er six weeks, there was 

no progress in her motor skills, but instead, a slight decline. A neurologist referred Willow for an MRI, 
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which showed a white maher disorder. A]er blood and urine analysis, we had a posi;ve diagnosis for 

MLD, a terminal illness for which there was no plan of care. 

(01:03:40): 

All we could do was keep her as comfortable as possible. Just before her diagnosis on May 28th, 2019, 

she began experiencing Hypertonia. Specialty equipment became necessary. A 20 degree scoliosis curve 

developed by 2021. Treatments for loss of muscle control include therapy, AFOs, tendon lengthening, 

Botox, posi;oning, and body work. We used CBD, Baclofen, Klonopin, and Keppra to control these 

symptoms. Insufficient swallowing is the scariest symptom because she could choke. Loss of muscle 

control compacts this significantly. In order to provide nutri;on, Willow had a G-tube placed in a nice 

and fun popula;on fold three days a]er her fourth birthday. Even with preventa;ve measures and use of 

scopolamine patches, we remain on 24-hour alert with a suc;on machine because of asphyxia;on 

precau;on. We also had her gallbladder removed because carcinoma will likely develop in the 

gallbladder of MLD pa;ents. 

(01:04:39): 

The most heartbreaking symptom is loss of speech. My gut wrenches when I remember her sweet voice 

singing her favorite song, You Are My Sunshine. Nothing's worse than being trapped in your own body 

with no way of communica;ng. We have speech therapy teaching us how to communicate with Willow 

through blinking and the use of an Eyegaze device, but it's not without difficulty. Willow started drooling 

uncontrollably around the same ;me her speech slowed. Once, kids were playing at our house and when 

they saw Willow drooling, they chanted, "Don't touch Willow." This would be the first of many 

heartbreaks on our journey. On my worst days, I've thought about driving off a cliff or been unable to get 

out of bed because I can't face the tragic horror that is my baby girl dying from a disorder that I can do 

nothing about. 

(01:05:24): 

It seems cruel to speak of losing a loved one who's s;ll living, but we grieve for her voice, her songs, her 

laughter, hugs and kisses, her gemng to be a kid. I got psychiatric help during this unimaginable ;me. 

Without that and support from friends in the MLD community, I might not be here today. Willow's worst 

days consist of crying, joint s;ffness, and neurological pain. We'll see [inaudible 01:05:48] in Willow's 

mouth and fascicula;ons in her arms and legs. When all three symptoms persist, this means she needs a 

medica;on increase. Days stuck inside are emo;onally and mentally detrimental as well. When isolated, 

the mind atrophies and breeds despair. 

Michelle H. (01:06:02): 

When isolated, the mind atrophies and breeds despair. Although Willow cannot speak, I believe she feels 

loneliness, isola;on, embarrassment, abandonment, insecurity, and confusion as to why this is 

happening to her. All I can do is give her love and ahen;on and communicate with her as much as 

possible. Our best day is start with a smile or even a grunt or giggle. We look forward to ou;ngs and 

adventure. Willow loves to be outside and see new people and animals. A good day also consists of 

normal bowel movements, no fevers, clear respiratory airways, good urine output, and no muscle 

s;ffness. Every day is challenging. Other children meet on the playground, have sleepovers, run around 

at par;es, and enjoy their favorite treats. Willow can't do any of those things. She'll never be able to live 

on her own without 24-hour care. I think she'd like to go to school with other kids, but due to the 

lingering COVID threat, the best op;on for her is a homebound teacher. 

(01:06:54): 

One worry about the future is Willow scoliosis becoming so bad that she'll need reconstruc;ve surgery 

or gemng to a point where surgery is no longer viable. I'm concerned about her respiratory wellness and 

I fear the need of a trach one day. I worry about what I'll do when willow's too heavy for me to carry. My 
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ul;mate fear is losing her because I don't know that I'll survive that. The frustra;on of MLD is 

overwhelming. I wish my child's doctor knew what to say to a family dealing with this diagnosis. I wish 

that we had more care and support for Willow. I wish that our friends knew that we s;ll want to see 

them, but it's harder leaving the house. I wish society knew how to talk about children with terminal 

illnesses. Most of all, I wish that other kids knew how much Willow wants to interact with them and that 

even though she can't respond, all she wants is to be talked to. 

Ma@hew H. (01:07:49): 

My name is Mah and I'm here with my wife, Lauren. We are the parents of our daughter Loie, who lost 

her bahle with metachroma;c leukodystrophy, or MLD, on January 27th, 2014 at the age of three and a 

half, approximately 13 months a]er she was ini;ally diagnosed. There's a bit of background, always 

seemed like a normal lihle girl. She loved being outside, dogs, and irrita;ng her big brother, Owen. It was 

not un;l Loie was not reaching her milestones in her first year, rolling over, crawling, and balance issues 

that we no;ced something may be wrong. She was ini;ally diagnosed with cerebral palsy and when the 

symptoms seemed to be gemng worse during her second year, the doctors conducted addi;onal tes;ng. 

On December 24th, Christmas Eve of 2012, we received the MLD diagnosis and were told to spend as 

much quality ;me together with Loie as she would likely not live beyond the age of five. No treatment 

op;ons were available for her beau;ful daughter. 

Lauren H. (01:08:59): 

There are many different challenges that came along with a terminal illness like MLD, especially since 

Loie was such a young child. Feeding, breathing issues, pain, discomfort, and the loss of all motor 

func;ons combined to create a Category 5 hurricane of a disease. While Mah and I struggled to try and 

address all of these issues associated with this disease as they change on a regular basis, there were two 

symptoms that Loie struggled with on a daily basis, GI and discomfort. Shortly a]er Lowe's diagnosis, her 

health started to rapidly decline. She lost the ability to walk, talk, sit up, and eat through her mouth. 

Within just six short weeks of diagnosis, Loie received a G-tube for feeding. In the beginning, Loie 

seemed to tolerate her feedings well, although we constantly had to monitor weight to ensure that she 

was gemng the nutri;on she needed and at a minimum, maintain her weight. 

(01:10:02): 

Loie went from being a plump lihle girl to an extremely frail child within weeks. We struggled with 

mo;lity, gas buildup, and a significant overgrowth of bacteria within her diges;ve system. A]er several 

weeks, Loie was no longer tolera;ng her feedings. Mah and I tried different formulas to provide the 

nutri;on needed and at the same ;me, limit the painful gas buildup, bacterial overgrowth, all while 

minimizing the endless discomfort that she had when ea;ng. Loie would tolerate each formula for a few 

weeks un;l she could not. The GI issues would worsen each ;me. We exhausted all of our op;ons and 

our team of doctors were also out of loss of how to keep our daughter alive as a result of every formula 

causing Loie to scream out in pain. 

(01:10:56): 

All we wanted to do was feed Loie as she constantly struggled with pain and discomfort. In addi;on to GI 

issues, a significant por;on of this discomfort was due to constant nerve pain. We tried to manage the 

pain. A cocktail of medica;ons was given to her around the clock to try and address her issues. It was a 

struggle to find the right combina;on of medica;on in order to provide Loie with some semblance of 

comfort. Experimenta;on was a necessity. Loie took between seven and 10 different medica;ons every 

day. 

 Page  of  13 71

https://www.rev.com/tc-editor/Edit?token=W6BIvvDY3U_u7NhV4IGEGJkTjRvcY-kiJQb3WCZGB3UkpX-oIEVmSzn5G7Z_zzwOBM_GwHMj4abvVC6v4y-2D7q8iNo&loadFrom=DocumentDeeplink&ts=4069.89
https://www.rev.com/tc-editor/Edit?token=qMbORMiZFtCnSIeetV8f2kAEqHrVF7Vg08pTt50EmMRycrbk-hA3Ygz5UiBggFKhcQwNs10cXEYs8ijPVRNuVX433SU&loadFrom=DocumentDeeplink&ts=4139.82
https://www.rev.com/tc-editor/Edit?token=pp6cC4NgNQ1MdQqJuDSBxxFYD2HzxX3290s4hkRFFIIGXu3pcyVIAHixSwhXbOREUYaSFjbziwZImWklX7kaemfvYd8&loadFrom=DocumentDeeplink&ts=4202.46
https://www.rev.com/tc-editor/Edit?token=OLDZ_3HNlPvmNIeHHcUG9MdBhOxPWk8ky5rEQcu1gju06ejMhLOWWkg0nTfZ6oT8_fWSAzw3VCyg5uUoYyV-EUYSfzw&loadFrom=DocumentDeeplink&ts=4256.7


MLD Externally-Led Patient-Focused Drug Development Meeting – October, 2022 

Ma@hew H. (01:11:35): 

When Loie was with us, we did not travel and rarely le] the house except for medical appointments. We 

struggled with balancing the needs of a child with a terminal disease, the needs of a six year old boy, 

Loie's brother, Owen, and our marriage. These are items for which no prescrip;on can be provided. It 

should be considered a symptom of the disease. Beyond the pain medica;ons available, Lauren and I 

would hold Loie 12 to 16 hours a day to help ease the pain and discomfort. Most of the pictures we have 

of Loie during her last year with us are of Loie simng on our lap, are lying on her chest. It seemed to calm 

her. Loie passed away in my arms. We are hopeful that in the near future and because of what has been 

accomplished so far in so lihle ;me, other children will not have to endure what Loie and her family has 

had to endure. Thank you for your ;me. 

Corrine M. (01:12:43): 

This is my story as told by my mom. She will be my voice that was silenced by MLD. My name is Trent 

and I was born on July 26th, 1990, the third child of my parents, Kent and Corrine. I have an older 

brother who was my idol and my sister was next. She and I played together when we were young. I loved 

my family very much. I was born a normal healthy boy and had a normal upbringing and nothing was out 

of the ordinary. I was smart, funny, and loved many things. I got along with everyone. When I was eight 

years old in third grade, I had a lihle tremor in my hand when I was brushing my teeth or ea;ng. I also 

had trouble stopping my bike when I was riding. I couldn't seem to hit the baseball that year because I 

always swung too late. My mom, who's a teacher, no;ced that I was not pumng spaces between my 

words at school and I'd quit using capital lehers, which wasn't a problem before. I saw a pediatric 

neurologist at age nine. He dismissed my mom's concerns and told her to take me home and exercise 

me. Well, she put me in more swim lessons, which I had done many ;mes before, but the swim teacher 

said I just wasn't making progress. A]er my fourth grade year, my mom took me to another pediatric 

neurologist who ordered an MRI before a visit. He told my mom and dad while I wasn't in the room that 

he suspected MLD and we would need blood work and a urine test to confirm. My parents were 

devastated. There was no informa;on at the doctor's office and they had never heard of this. They were 

told to go home and look it up on the internet. 

(01:14:20): 

My parents found a support group called the MLD Founda;on. The next step was the many 

appointments at Doernbecher's Hospital to decide what to do next. At the appointments, my parents 

were told my only op;on was a bone marrow transplant, but it would not cure me. It would hopefully 

slow down or stop the deteriora;on that MLD causes. They neither encouraged nor discouraged the 

decision, but it was decided it would have to be at the Mayo Clinic and not here in Portland. A]er much 

research by my mom using the OHSU library, very lihle informa;on on the success of bone marrow 

transplants was found. The informa;on showed a 30% chance of dying from the transplant and if it took, 

it would be at least 18 months before there might be any effect shown. In the mean;me, the difficult 

process of the BMT may accelerate the disease process. 

(01:15:12): 

Three months later, with lots of prayer, my parents finally decided against a bone marrow transplant. It 

was the hardest decision of their lives. There is no going back on that decision. My parents never told me 

I was going to die. They didn't want to depress me as I always had a sunny personality. They wanted to 

protect me. Between age 10 and 15, I lost bladder and bowel control, the ability to walk, talk, eat, and 

communicate. Each and every one of these losses was devasta;ng by itself. I would say my parents 

would tell you that the hardest thing to lose was the ability to communicate. Losing all muscle control, I 

couldn't even communicate with my head or eyes. My parents also decided to put in a feeding tube at 

age 15 as I was slowly starving. This was the second hardest decision as they didn't want to prolong my 

disability, but they couldn't get me to swallow. 
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(01:16:06): 

My parents could not handle watching me not being able to eat while they sat and ate dinner with the 

food falling out of my mouth that they fed me. I'd lost a lot of weight. Once I got a feeding tube, I quickly 

gained weight and filled out and con;nued to grow. I was a big guy and grew to six feet, four inches and 

probably 190 pounds. I also got a baclofen pump during these years as my painful leg spasms couldn't be 

controlled with medica;ons. It was hard for my parents to see me in pain. I had my first seizure around 

15 as well and was put on an;-seizure medica;ons. I had at least two seizures that couldn't be stopped 

and I ended up in the ER. I also had a pneumonia once, but I rahled it and came back from that. 

(01:16:49): 

My parents think I was blind by the end of my life. I could s;ll smile and laugh for quite a while, but I lost 

that ability a]er several more years. My parents had to add a bedroom to our house since we had no 

bedrooms on the main level. Ramps were also added to get into the house. We had a stander, a hospital-

type li] bed, a rolling shower chair, and portable li] systems added so my parents could care for me. I 

had foam boo;es and a foam mahress pad to keep away bed sores, which we had problems with on my 

heels. I had a neck support brace when I couldn't hold my head up anymore and leg braces to keep my 

feet from drooping. We had caregivers come to the house so my parents could keep their jobs and work. 

My parents bought a wheelchair van for my last two years of life and always took me on walks, to 

church, and any place we could go with my wheelchair. 

(01:17:40): 

My dad and brother even carried me to the beach several ;mes in my wheelchair. My dad remembered 

when I could s;ll talk, asking him if I couldn't walk, would he s;ll take me down to the beach? They did 

all they could so I could have some quality of life, but I was severely disabled for most of the ;me. 

Eventually, I developed a respiratory infec;on and my lungs were collapsing. My mom got home from 

work and my dad had taken me to the doctor that day. She was on the phone to get hospice started for 

me and she looked over at me and I wasn't breathing. I'd lost the ability to cough for the last couple of 

weeks of life and we thought maybe a mucus plug was blocking my airway, but I passed away very 

quietly without struggling on December 11th, 2019, 19 years a]er diagnosis. I hope my story helps some 

other children with MLD to get the help they need before they have to live through what I lived through. 

My family loves me and they can't wait to see me again in heaven. My parents think I'm the bravest 

person they know. 

Heather K. (01:18:48): 

What doesn't kill you makes you stronger. What doesn't kill you makes you stronger. My brother Joel 

wrote that to me in a leher before our family knew what was coming. He, like myself, has MLD and it is 

killing us both. We are not stronger for it. My name is Heather and I'm 35 from a town called Bemidji in 

rural Minnesota. My family first learned we carried MLD in 2002 when my oldest brother, Daniel, started 

exhibi;ng symptoms at age 18. He had dropped out of college, lost employment, became emo;onal, and 

was taking an unsteady path in life. When he started to decline more, my family had an MRI done and 

lesions were found on the frontal lobe. Further tes;ng confirmed MLD and four of the six of us siblings 

tested posi;ve. 

(01:19:49): 

Daniel, the eldest sibling with MLD, passed away in 2003 from a failed bone marrow transplant. I was 16 

years old and he was 27. I think about my brother Joel now who's s;ll living with MLD. He was my best 

friend. When I was a teenager and not allowed to leave the house, he would convince our mom with his 

charming personality to let me go on a ride in his truck around the lake. When he became sick and I got 

older, our roles reversed with me driving him. Watching Joel's health decline has formed a deep and 

enduring sadness in our family and in me. Joel is currently 42 years old. 
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(01:20:35): 

He first showed symptoms of MLD at age 24 with changes in his behavior. He would forget how to do 

things he once knew how to do or would have inappropriate behavior in public. He became withdrawn 

and was not his normal, funny, happy, and wihy self. He would get lost when driving and was unable to 

hold a job a]er a while. The symptoms that affect him most now are his loss of his communica;on and 

his overall ability to take care of himself, such as feeding and bathing and toile;ng. Joel is a shell of the 

person he once was. He was kind, funny. 

(01:21:19): 

For myself, my best days are spent with the people I love. My worst days are when I'm alone and reality 

invades its way back into my mind. Those days are spent grieving for my family and for myself. I've had 

dark and fearful moments of not wan;ng to live. I'm wholly aware of what has happened, what can 

happen, and what is to come with this disease. I've lost a brother to MLD and I'm watching two more 

wither away. My physical symptoms include lost sensa;on at the ;ps of my finger;ps. I know this is due 

to my nerves slowly dying due to the demyelina;on. I lose focus quickly and struggle with my 

concentra;on. There's not a day that goes by that I don't wake up and think about MLD. I struggle with 

the knowledge and everyday moments are impacted. 

(01:22:22): 

If I forget a task or become sidetracked, I automa;cally think I'm gemng sick. Insomnia and depression 

are constant in my life. I've developed severe anxiety where occasionally, I'll have a panic ahack. I have 

lihle pa;ence for myself as I try to be perfect in everything I do because in my mind, if I'm perfect, that 

means I'm not gemng sick. In an ahempt to circumvent my anxiety, I over-prepare in order to feel in 

control, but there is no control with a disease like MLD. It affects everything I do in my en;re life. If my 

siblings and I did not have MLD, we would be empowered to live full lives and have the privilege of 

growing old. 

(01:23:14): 

Joel would've started his own roofing company and most likely would've been married and had children. 

He would've been a really great dad. My fear about him gemng older is the gradual loss of more of the 

func;ons he's s;ll able to do, such as swallowing or walking. My fears for him are also my fears for 

myself. There is no guarantee in any treatment and gene therapy, which is a beacon of hope for the MLD 

community, is not available for adults like my two brothers and myself living with MLD. The only 

treatment, specifically for adults, is no treatment, and to put it plainly, I'm terrified. 

(01:24:03): 

In closing, I would like us to think about how there's a last ;me for everything, the last ;me we see the 

people we love, the last ;me we hug them. There was the last ;me that Joel and I drove around the lake. 

My op;mism for the future is that there will be a last ;me we hear MLD is incurable and rather, there's 

hope. 

James Valen*ne, JD, MHS (01:24:35): 

Wow. Heather, thank you so much for sharing your and Joel and your family's stories and really to all of 

our panelists who are so brave to be first to share today. We know it's not easy, but I think what you 

shared is exactly what we need to hear and have a discussion about today, so thank you. So this brings us 

to our first opportunity today to broaden the discussion to all of you that are living with MLD and are 

direct caregivers of people living with MLD in our live audience to hear your voices as part of this 

dialogue and discussion. And so if you would like to share some of your experiences of the symptoms 

and health effects of MLD and how they've impacted your life, we'd love to hear from you and invite you 
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to call in by phone. You can do so by calling it in now or any;me during the session at +1 703-844- 3231. 

Again, that number is +1 703-844-3231. 

(01:25:37): 

You can also scroll down on the webpage that you're on today. There's a comment box. You can also 

submit wrihen comments throughout the program, which we'll be sharing some of those throughout the 

session as well. But to get us thinking about this topic a lihle bit more and all of these different impacts 

of MLD, we're going to go and start with a couple of polling ques;ons. If you were with us already this 

morning, you'll know that you can pull out your phone, open up web browser, go to a new tab on the 

web browser on your computer, go to www.pollev.com/mldpfdd. Even if you've just joined us, if you're a 

person living with MLD or a caregiver, we'd love for you to jump into these polling ques;ons again at 

www.pollev.com/mldpfdd. Our first ques;on this morning in this session is we want to know which of 

the following MLD-related health challenges have you or your loved one ever had? And here you can 

select all that apply. The op;ons are A, mobility and balance, B, cogni;ve or memory issues, C, feeding, 

swallowing or cons;pa;on issues, D, respiratory issues, E, speech and communica;on issues, F, tone, 

muscle cramps, or rigidity, C, pain and irritability, H, incon;nence, eye seizures, J vision issues, K, 

behavioral issues, or L, other direct symptoms and health effects related to MLD that aren't otherwise 

listed in the responses here, and you can select all that apply. 

(01:27:21): 

This is our first ques;on today where our audience can pick more than one op;on. I want to point out 

the percentages that you're seeing are not a percentage of the people that selected any individual 

response. It's a percentage of overall responses. So the best way to look at this and interpret this is use 

those bars as a rela;ve ranking to one another. We'll give you a few more moments here to select all of 

the different MLD related health challenges. What's striking at first glance is just how many of you and 

your loved ones have experienced so many of these different health challenges. Some of the most 

common ones experienced in our audience today are mobility and balance, speech, communica;on, 

feeding, swallowing and cons;pa;on, tone, muscle cramps, rigidity, pain, irritability, and right behind 

that is cogni;ve memory and incon;nence. 

(01:28:19): 

So many highly selected by a large propor;on of our audience. Some of those that are perhaps a lihle bit 

lower are vision and behavior being reported as well as others, and we really do want to hear about all 

of these different symptoms and the impacts that they have, so thank you for answering this ques;on. If 

we can go to our second polling ques;on. Here, we'll no;ce that the response op;ons are the same; 

however, unlike before where you selected all that you or your loved one have experienced, here, we 

want to know what are the most troublesome MLD-related health challenges that you or your loved one 

have ever had? And so the same response op;ons will apply, but now we just ask that you select up to 

the top three that are the most troublesome. 

(01:29:12): 

And as you're making these selec;ons, I want you to be thinking about what has come to mind, what is 

making you pick amongst the three? Just having seen in the last polling ques;on the large degree of 

experiences of so many symptoms by so many, what is making some of these stand out as being your or 

your loved ones top one, two, or three? And I'll ask that you think about and consider calling and in 

wri;ng in to share which of these you picked and why. So we'll give a few more moments here to get 

responses in. As it stands, it's looking like speech and communica;on along with feeding, swallowing, 

cons;pa;on and tones, muscle cramps, rigidity, and then in that same upper ;er mobility and balance. 

(01:30:07): 
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Those four groups of health challenges being the ones that are most commonly being reported as a top 

three, but what also is standing out to me is that almost everything on this list besides vision and other 

are in somebody's top three, meaning it is their most troublesome health related challenge. So it is not 

completely uniform in what is most troublesome for this community. And so whether you were one of 

the people that is selec;ng incon;nence and seizures as being your top challenges or speech and 

mobility, we want to understand why is this the top health challenge? What has this symptom translated 

to and what does this look like in your loved one's daily life? 

(01:30:51): 

So again, we encourage you to call in and write in to help us understand that. And I now would like to 

welcome our zoom panel, some of your peers from this MLD community who will also be weighing in 

and helping share perspec;ves on this. And maybe, Susan, we can start with you. As you were looking at 

that polling ques;on and so many different MLD related symptoms and health effects, what stood out to 

you as being maybe the most troublesome one or two of those? 

Susan Sullivan (01:31:23): 

Hi, my name is Susan. My son Daniel was diagnosed with MLD in 2014 right before he turned three and 

then passed away in 2018 when he was around seven. When I looked at those symptoms, I think for me, 

the tone, muscle cramps, rigidity, and pain, and irritability were among the most difficult because we 

really had almost no way to control those symptoms. They were somewhat managed with clonidine and 

diazepam and other things, but really, our doctors seemed to be at a loss and we were too. 

James Valen*ne, JD, MHS (01:31:54): 

Sure. And with those, were those always the things that were most troublesome, or was it really once 

other symptoms were a lihle bit more managed, those were just the things that were le] least 

managed? 

Susan Sullivan (01:32:11): 

Well, as a lot of other people have talked about, the onset of symptoms is very rapid. And so for Daniel, I 

would say the last three years of his life, he couldn't move. We had lost hope on communica;on aside 

for some blinking. And so for us at that point, it was mostly just trying to make him comfortable and for a 

long period of ;me, that was really difficult and almost impossible. So I think it did change as the disease 

progressed, but for the majority of his life, those were our primary concerns. 

James Valen;ne, JD, MHS (01:32:41): 

And for Daniel, you men;oned that his progression was rapid. We heard a lihle bit about earlier during 

the clinical overview how rapid that can be. Can you tell us what his progression looked like over the 

course of how many weeks or months? Would you describe how he was communica;ng and func;oning 

before and a]er that progression as well? 

Susan Sullivan (01:33:13): 

Yeah, around two, he started to have problems with walking, but he wasn't diagnosed about un;l May. 

And at that point, he could sit up, he could talk, he could communicate, he could eat, and between May 

and September, he lost the ability to sit up, to speak, to eat. He had to have a G-tube put in immediately 

a]er diagnosis because he was really already losing weight. So it was really quick and really rapid. 

James Valen*ne, JD, MHS (01:33:48): 

And were those mobility regressions the first thing that you no;ced or was it something else? A different 

symptom? 
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Susan Sullivan (01:33:57): 

The mobility was the first thing that we no;ced and because it took actually about seven to nine months 

before it became clear that he wasn't making any progress and things were gemng worse, we tried using 

a walker, physical therapy, all of those different things. And really, what we didn't know at the ;me was 

that we were just making him do things that were painful for him. There was no hope of things gemng 

beher. We just didn't know that. 

James Valen*ne, JD, MHS (01:34:23): 

Sure. And one more ques;on for you, Susan. You talked about his loss of communica;on skills and 

towards that laher part, it being reduced to blinking. Can you just describe a lihle bit about what those 

losses of communica;on looked like as he progressed? And then describe how did communica;on work 

with blinking? 

Susan Sullivan (01:34:52): 

So as I said, he lost the ability to speak and move, but a lihle bit a]er his third birthday. And so for the 

last four years of his life, first, we tried the Eyegaze technology. We didn't really make a lot of progress 

with that. We had the blinking, one for yes, two for no, but that was inconsistent and it was really hard 

to determine exactly whether or not he really was responding to ques;ons. I will say, unlike a lot of the 

other kids that I know with MLD, Daniel also lost the ability to laugh and smile prehy early on and that 

was really difficult because we really had no way to tell how he was doing or having him respond. He also 

lost the ability to see probably two years a]er diagnosis, and so he was really solely relying upon hearing 

and we're not even sure if in the last six months of his life he could hear either. 

James Valen*ne, JD, MHS (01:35:52): 

Wow. Well, thank you so much Susan for sharing. Tara, I'd like to bring you in on this discussion of all 

these different symptoms and health effects of MLD. I know it's hard, but to pick the one or two things 

that's most troublesome, what stands out to you? 

Tara Casey (01:36:13): 

Yeah, thank you for having us. My name's Tara. We're from Charlohe, North Carolina, and I'm the proud 

mom of Cece. She's joining us today. She is nine and a half and was diagnosed with MLD at the age of 

two and a half. I think of all the symptoms, which are many, that you've heard from everybody, I think 

one of the most that's been most devasta;ng is her ability to communicate. So before she was 

diagnosed, she was talking, she was laughing, she was silly, she was sassy, bossy, and fun. And shortly 

a]er she was diagnosed around three, we had her GT placed and from there, she lost her ability to 

speak, and about six months later, around three and a half lost her ability to laugh. And then shortly 

a]er that, we saw her last smile. So that's been probably the biggest devasta;on. 

James Valen*ne, JD, MHS (01:37:23): 

Can you maybe share a lihle bit about today? How do you communicate with her? How does she 

communicate with you? What does that look like? 

Tara Casey (01:37:30): 

Yeah, it's difficult because we have to guess what she's thinking, how she's feeling, and we have to be 

her voice. We have to decide whether she likes something or not. I decide that she likes pink, she 
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probably likes orange, but we try the best we can without her being able to tell us whether she's in pain, 

what's hur;ng, is she comfortable, is she not? 

James Valen*ne, JD, MHS (01:38:10): 

Right. Yeah, thank you for helping us understand that. I think one other thing that really stood out to me 

when you were talking was just her great personality that you described. When she was not able to 

communicate, were you able to s;ll see her personality coming through? How would you describe her 

overall sense of self and engagement outside of maybe just direct communica;on? 

Tara Casey (01:38:52): 

It's really hard. MLD took it from her ability to communicate to us, so we have to rely on monitors to tell 

us if her heart rate's... 

Have to rely on monitors to tell us if her heart rate's up while she must be in pain. So then therefore, we 

have to give her medicine, but we don't know if that's really what's going on. We rely on machines to 

breathe for her more comfortably. We rely on so many medica;ons to prevent what we think is 

happening. We think that she might be uncomfortable so we give her more meds. We think she has a 

cold, but she can't tell us how she's feeling, so we give her more medica;ons. 

James Valen*ne, JD, MHS (01:39:36): 

Right. And Tara, would say that she has beher and worse days in terms of some of those things that 

you're trying to help manage for her, whether the pain, or breathing, or anything else? 

Tara Casey (01:39:51): 

Yeah. I really feel like it's like a rollercoaster and it changes minute by minute. For example, on Tuesday, 

she was fine. She sat up for homeschool and was engaged. And by Wednesday, we called our hospice 

team into the house because she was having trouble breathing and we weren't sure what was going to 

happen. And now today here, she's res;ng comfortably. So it's really up and down. 

James Valen*ne, JD, MHS (01:40:24): 

Yeah. And is there anything that clues you in or allows you to an;cipate maybe more worse days? Or is it 

really just unpredictable? 

Tara Casey (01:40:39): 

I'd say it's really unpredictable. It's always something. As you guys heard, MLD impacts every single part 

of the body. So whether it's cons;pa;on, she's cons;pated, that's causing more seizures. She has 

allergies. It's going to cause her more respiratory distress. It's always something, I would say. And we do 

the best we can with what we have. We have a lot of hope, but that doesn't change things. That doesn't 

change the course of MLD. 

James Valen*ne, JD, MHS (01:41:18): 

Right. Wow. Well, thank you so much, Tara, for sharing. I do see that we have a phone caller that I'd like 

to bring into the conversa;on on this topic of what it is to live with MLD. We have Veejay from India who 

has a daughter living with MLD and wants to share some of her experiences. So Veejay, I'd like to 

welcome you to the program. Are you with us? Hi, Veejay. Are you with us? 

Vijay (01:41:53): 

Yes, I am here. 
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James Valen*ne, JD, MHS (01:41:55): 

Wonderful. Well, we'd love to hear a lihle bit about your daughter's experience, maybe the things that 

are most troublesome for her. 

Vijay (01:42:05): 

Okay. Do you want me to explain? 

James Valen*ne, JD, MHS (01:42:08): 

Yes. Please share anything that's important to you about her experience living with MLD, any of the 

symptoms or health effects that have most impacted her? 

Vijay (01:42:21): 

Yes. Actually, we are trying to do for the trial itself. Right now [inaudible 01:42:33] seeing lot of problems 

for simng and walking. She's not at all speaking. 

James Valen*ne, JD, MHS (01:42:40): 

Yeah. And how old is she and how long ago did she lose the ability to speak and walk? 

Vijay (01:42:53): 

So up to the age 3.5 years, she was talking very nice, or she used to sing and dance. So a]er 3.5 years, 

the year four onwards, she started losing for walk. Once [inaudible 01:43:11] effect came on the age of 

five, she lost her walking ability. Then the age of six, one [inaudible 01:43:19] came, and she lost her 

total speech she lost. Now she completely in the bed for toilet, for walking, everything. We are gemng in 

hand only. [inaudible 01:43:36], especially to her right from wheelchair. And the toilet facility is 

[inaudible 01:43:45]. The day to day ac;vi;es since since the age of four gemng growing. We have a 

female child, mentally and everywhere, and always we are gemng maybe no affected when I'm seeing 

very beginning of how she was now. So as a parent, it's very difficult to tolerate. 

James Valen*ne, JD, MHS (01:44:10): 

Sure. 

Vijay (01:44:11): 

Those are words to express. 

James Valen*ne, JD, MHS (01:44:14): 

Yeah. Well, thank you so much for weighing in and sharing those most troublesome aspects of your 

daughter, both the loss of speech and walking. I think two things that we're star;ng to hear is a lihle bit 

of a theme of being some of the things that are some of the top most troublesome aspects of living with 

MLD, both in the polling and from our discussions today. I'd like to bring Tyler from our Zoom panel into 

this discussion as well. Again, thinking about all of these different symptoms, what has been really 

troublesome? What would you like to share on this? Tyler? 

Tyler Widman (01:44:56): 

Hi everyone. I'm Tyler Whitman. My daughter Libby is four years old, diagnosed with late infan;le MLD 

right before her third birthday last year. And I think I would agree with everyone. Speech was probably 
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the hardest for everybody. Her ability to communicate was very similar to CC's story. She was a sassy 

lihle girl, and so much personality and so smart. And it was a maher of months that she went from being 

able to just say, "Yes, no," and then completely no communica;on at all other than her beau;ful smile. 

James Valen*ne, JD, MHS (01:45:40): 

So one thing that hearing a lihle bit of some of these similari;es has been ways that you're able to try to 

communicate, or at least I think Tara said, guess what is really going on. In your experience, what does 

that look like? How do you communicate today? 

Tyler Widman (01:46:03): 

Sure. It's definitely difficult. We found that her smile is definitely a good way to communicate. At least 

we feel like she's prehy consistent with being able to tell us yes with a smile. Although she's a happy girl 

most of the ;me. So a smile is always on her face. But it can be difficult, especially we want to give her 

choices and we want her to be a four year old. And it's so hard to be able to do that without her being 

able to just tell us this or that. So some;mes we'll hold something up and try to have her use her gaze to 

pick something like do you want the red one or the blue one? And we hope that she's telling us, and I 

know she's in there and she wants to tell us. But some days are beher than others like everybody said. 

So you use our best guess and hopefully we can keep her happy and communicate the best we can. 

James Valen*ne, JD, MHS (01:47:01): 

Can you give us a couple of examples of the types of things, whether it's with the gaze or seeing if she's 

smiling in response, the kinds of things that you'll be talking about or even some of the choices that 

you're hoping that she'll be able to par;cipate in? 

Tyler Widman (01:47:18): 

So the first thing that comes to mind, she loves her mama and papa. And she knows they come over on 

Thursdays. So when we wake up on Thursdays, we ask her, " Do you know what day it is?" And she gives 

a big smile and tells us. She communicates in that way, like, "Are mama and papa coming over?" And a 

big smile tells us, "Yes." She knows. She knows. She knows on Thursdays they come over. And some of 

the more difficult things, like I said, choosing this or that. Halloween costume this year, how do we know 

what she wants to be for Halloween? It's so hard. We know what she liked when she was two. But she's 

four now. Four year olds don't like what two year olds. So we try to give her choices and show her do you 

want Elsa? Do you want to be a Minnie Mouse which is her favorite? So this year she's going to be Elsa. 

But we do our best and hopefully we make her happy with it. 

James Valen*ne, JD, MHS (01:48:20): 

Sure. And Tyler, do you find that there's some days that she's more communica;ve and interac;ve than 

others? Is there any predictability to that? If there are days where maybe they are more bad days and 

she's less communica;ve, how o]en does she have those types of days versus the ones you were just 

describing? 

Tyler Widman (01:48:43): 

Sure. And while I would love to have rose-colored glasses and just remember her happy days, she does 

have bad days, especially if she's working her buh off in therapy and things like that. She's just so ;red 

and worn out. Or if she's coughing a lot, even that will take it out of her. So it's harder for us to make that 

communica;on even to get a smile out of her some;mes. And I feel like she's just so fa;gued, she can't 

even put that effort out there to just a smile, which is, I don't know how many muscles in your face, but 

not much. So it's so devasta;ng some;mes to not be able to have that communica;on with her. 
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James Valen*ne, JD, MHS (01:49:21): 

Right. And you talked about being worn out, whether it's from coughing or from therapy. Can you just 

tell us what type of therapy are you referring to? And can you also describe, is this coughing just like 

something that's a chronic thing that she lives with? Or is this when she maybe comes down with a bug? 

Tyler Widman (01:49:40): 

So therapies, she actually does go to school. We have an incredible elementary school close to us. She 

has a para that helps her with PT, OT and ST. She has that every week at school. And as far as the 

coughing and that type of thing, it's really related to her swallowing ability. She can't swallow anything. 

So I don't know if it's just her or due to the condi;on, but she tends to have a decent mucus build up. 

And I would say throughout the day, she's coughing on a good day maybe a handful of ;mes. On a bad 

day, every two or three minutes and we got to suc;on and be on top of her. And she definitely needs 

24/7 monitoring because of that sole symptom. 

James Valen*ne, JD, MHS (01:50:29): 

Right. Well really, Tyler, thank you. Very interes;ng to hear about the interrela;on between swelling and 

cough and her energy level and impacts on even communica;on. So thank you so much for sharing that. 

Just to con;nue along here, Debbie, as you're again, thinking about that huge list of symptoms that we 

saw so many select, what is really troublesome from your experience? 

Debbe Harris (01:51:03): 

Hello everyone, I'm Debbie. We are in the Chicago area. My daughter has MLD and she was diagnosed 

the week a]er her seventh birthday and she's now 12 and a half. So that gives her the early juvenile 

form of MLD we've heard about. And I'm going to join everybody else in saying that communica;on is 

definitely the hardest thing to lose. Maybe a slightly different perspec;ve from the parent of a juvenile 

MLD child is that Annabelle was totally normal in every way un;l we started seeing symptoms probably 

three or four months before her diagnosed. So everything, above average in school, played soccer, did all 

the sports, dance, everything. Everything that all of her, well, she has a twin sister, fraternal twin sister, 

and all of her friends did. And she's lost everything like everyone else that you described. But the 

communica;on, definitely, it's the feeling that she is locked in. And I want to just emphasize one thing 

that Tyler said. We know she's s;ll in there because we haven't really touched on that, but that fact. 

James Valen*ne, JD, MHS (01:52:26): 

Yeah. Well, Debbie, there's a few things I definitely want to talk about here about Annabel's experience. 

But knowing that you said communica;on is probably the hardest thing, was that something that you 

no;ced early on? Was there loss of communica;on abili;es or is that just really more today the hardest 

thing to deal with? 

Debbe Harris (01:52:50): 

Yes, it definitely changes. Although as we've heard I think from everyone, with Annabel, the disease did 

progress very quickly. So right at the beginning, it was mainly pain from muscle spasms and things like 

that. But she lost her ability to talk completely almost exactly a year a]er she was diagnosed. She lost 

the ability to walk about six months a]er. And in the beginning, we had much more ability, she was s;ll 

mobile then, so she could raise her hand or a leg to respond to ques;ons. And that has decreased to the 

point where she is only capable of blinks now. She does s;ll smile some. Although just as Tyler said, 

o]en we think that the effort of smiling is just too much because fa;gue at this point, five and a half 

years in, fa;gue is the number one adversary for us. 
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James Valen*ne, JD, MHS (01:53:48): 

And when you say fa;gue, can you describe what that looks like, feels like? I think people might have 

different ideas of what fa;gue might be. What does that mean for Annabel? 

Debbe Harris (01:54:01): 

Yes. I think the disease itself and then all of the medica;ons that most of these children are on, both just 

make them ;red. And when she was first diagnosed, I know someone described to me do you ever have 

one of those dreams where something's chasing you and you're running in quick sand and you can't 

move and that awful feeling? And that person said, "That's what MLD feels like for everything. Not just 

trying to move, but trying to think, talk." And so I think everything that she does is fa;guing. And so on 

the days that she's most fa;gued, we definitely feel like she's s;ll in there. We always feel like she hears 

us and she understands, but we feel like she just doesn't have the energy even to blink. 

James Valen*ne, JD, MHS (01:54:47): 

And how o]en does she have those days? Once a week, once a month? What is if you had to try to 

somewhat quan;fy it? 

Debbe Harris (01:54:58): 

For us, it varies and it goes in waves. And we'll have a period that can go two, three weeks a month, and 

we think, Oh my goodness, her disease, she's progressing more. Maybe she really can't respond 

anymore. Or like Tara said, we go through the range of what it could be medically, more medicines? Is 

something bothering her? Does she have an infec;on? All of the things that Tara enumerated. And then 

for us, we'll see Annabel some;mes bounce back a lihle bit and all of a sudden we'll think she's doing 

beher. She's responding more this week than last week. And her caregivers will see that as well. So it's 

intermihent, I think, to answer the ques;on, 

James Valen*ne, JD, MHS (01:55:41): 

And I think you men;oned that those waves some;mes you're like, oh, this is progressing and it's weeks 

at a ;me. Is that something that happens a few ;mes a year? Again, just trying to understand the ebbs 

and flows here. 

Debbe Harris (01:56:00): 

Yes, I would say maybe three or four ;mes a year. But consistently over the course of her disease, if you 

were drawing a graph, it would be a spiky, but always declining sort of. But I just want to emphasize 

honestly, the communica;on, I think it's what it embodies for all of us. Because we haven't talked a lot 

about the fact that we think most of these kids stay mostly cogni;vely intact. Certainly we know that for 

Annabelle and her school team corroborates that she is s;ll in general ed classes. She is not in special ed 

classes. She's in seventh grade and all of her teachers and helpers are convinced that she grasps the 

content. And so it's the fact that she can't tell us what she's thinking. Not only preferences, but we know 

that she can understand and think and the inability to express herself in any way, it's torturous. 

James Valen*ne, JD, MHS (01:57:03): 

And very interes;ng to get the educator perspec;ve on that. It sounds like the educators have shared 

with you their perspec;ve that she is comprehending. Can you give an example of a thing that maybe 

they've shared as an example of how they know that she's comprehending? Just again, to give us a lihle 

bit of context to understand. 
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Debbe Harris (01:57:31): 

Sure. We just had her annual IEP mee;ng last week and they were talking about the speech people. And 

also she has a special ed teacher that works with her every day just to modify the content and be sure of 

her comprehension. And they said she always lets us know what stories, what topics she's interested in 

and which she doesn't. She clearly has her preferences. But they said she's also a good kid and she'll 

respond to our ques;ons, comprehension ques;ons even about the one she doesn't like, but she's very 

clear in expressing her preferences for subject mahers. 

James Valen*ne, JD, MHS (01:58:08): 

Wow. Well thank you so much Debbie for sharing that. I do see that we have gohen actually quite a few 

people wri;ng in with comments on this topic of some of the symptoms and health effects that are most 

troublesome for them and their loved ones. So I want to check in with you, Maria. I know you've been 

looking through those. What are we seeing? 

Maria Kefalas, Ph.D (01:58:28): 

Again, we are just hearing in the wrihen comments what our presenters have been sharing what we saw 

in the original video statements. Stacy from Massachusehs says that, "The most burdensome symptom 

for Brooks is the inability to communicate. Brooks's brain remains stable since his stem cell transplant in 

2018. His brain knows what he wants, but his body can't tell us." We have another comment from Kayla 

in Alabama. She also talks about her child's loss of speech for a late infan;le parent, loss of speech, the 

loss of fine and gross motor skills being among the biggest challenges. Shanna from Minnesota with an 

early juvenile child, talks about how her son's breathing was labored and he needed oxygen to survive. 

He was unable to walk. He had a G-tube because of the inability to eat and enough to stay healthy. Again 

is talking about feeding issues. All these of these symptoms kept Gavin from living life to the fullest, and 

we were exhausted with all the care he needed. 

(01:59:32): 

Lexi from Bloomington, Illinois with the late infant child says, "Communica;on, frustra;ng because he 

s;ll knows what he wants and likes to do it, but cannot express himself." And she also talks about motor 

func;on because he cannot func;on as normal four your old probably, and it's probably harder for us as 

parents to watch, but I feel like he could s;ll know what he is missing out on and also losing the ability to 

eat. 

James Valen*ne, JD, MHS (01:59:58): 

Sure. Yeah. Well, thank you to everyone who's been wri;ng in. We'll con;nue to share those quotes 

from what you're providing throughout the session today. And if we are not able to read out your 

comment or your full comment, know that we are recording all of these and we'll be including them in 

that Voice of the Pa;ent summary report. 

(02:00:22): 

So we've focused on some of the direct symptoms and health effects. I think we're star;ng to hear prehy 

loudly and clearly few of those that are most troublesome for this community. I want to broaden the 

discussion a lihle bit now to understand what that translates to and means for the daily life of people 

living with MLD. And so to get us thinking about that topic, we're going to go to another polling ques;on. 

So go ahead, pull your phone back out with the web browser. Go to that tab maybe that you opened on 

your computer. Go to www. pollev.com/MLDPFDD. Again, if you just joined us, if you're a person living 

with MLD or a caregiver, please join these polling ques;ons. Once you have this website open, you'll be 

able to come here as we bring up different ques;ons throughout the day and answer these ques;ons to 

share your experiences. 
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(02:01:22): 

So here we want to know what specific ac;vi;es of daily life that are important to your loved one or to 

you if you're living with MLD that you or they are not able to do or struggle with as a result of MLD? And 

select up to the top three of those ac;vi;es that are important, that are limited. Op;ons are A, 

breathing independently, B, communica;on, C, feeding, ea;ng, swallowing, D, simng, E, sleeping, F, 

walking or mobility, G, traveling H, social interac;ons with family and friends, I, ahending school and 

par;cipa;ng in educa;on or J, some other specific ac;vity of daily life that's important to your loved one 

that they are not able to do or struggle with as a result of MLD. And again, please select up to the top 

three of those most important ac;vi;es that are impacted. 

(02:02:20): 

And similarly to before, I want you to be thinking about what does this look like in daily life? I'm sure as 

you were making these selec;ons, there's certain aspects of daily life that are informing your selec;on 

as it stands. Some of those top specific ac;vi;es that are important that are limited, being 

communica;on, feeding, ea;ng, and swallowing. We haven't heard so much about that, but yet it's a top 

ac;vity that's impacted. So we want to ensure that we hear a bit more about that. Of course, walking 

and mobility. But unlike the earlier discussion, we're really trying to understand what that symptom 

looked like. We want to know how does this limit daily life and what you or your loved one are able to do 

and par;cipate in daily life? It looks like most people have responded. So I'll just also point out that again 

here, every single one of these things is in somebody's if not a number of people's top three most 

important things that are limited because of MLD. 

(02:03:27): 

So everything from breathing to simng and sleeping, traveling, social interac;ons and ahending school, 

as well as some other things we didn't have listed. So I'd like to encourage you, if you're someone that's 

picked one of these less commonly reported as a top impact, we do want to hear about that and 

understand that as well. And so if you would like to share your experiences of these impacts, we 

encourage you to call in. That phone number to call in is 1-703-844- 3231. Again, that's 1-703-844-3231. 

We'd love to hear and talk with you live about some of these impacts that MLD has on your you or your 

loved ones daily life. 

(02:04:16): 

But to start this off, I'd like to come back to our Zoom panel. And Kelsey, we haven't had a chance to 

speak yet. So as you were thinking about this and how the various symptoms and health effects of MLD 

actually impact daily life, what really stands out to you as some of those most important things that are 

impacted? 

Kelsey Donnelly (02:04:40): 

Hi everybody, I'm Kelsey. My daughter is Teagan. She's actually joining us here snoozing on the couch. 

We are in Colorado. She was diagnosed with late infan;le MLD in 2018, exactly one month before her 

second birthday. As far as the polling ques;on, I mean, I think any one of us could choose every op;on. 

But out of my top three, I'm going to pick one that might not be as commonly chosen. For us, I would say 

traveling. With Teagan, she started camping at three months old. She's outdoorsy. That that was her life. 

And a]er diagnosis, and because of how quickly things progressed for her, it was almost like we froze. 

We didn't know how to con;nue giving her that. And that's hard. 

James Valen*ne, JD, MHS (02:05:43): 

And is that impact on the ability to travel and do these kinds of outdoor ac;vi;es, is that really one or a 

couple of the different symptoms that are making that difficult or is it really the constella;on of different 

things that she's experiencing? 
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Kelsey Donnelly (02:06:03): 

I would say it's a combina;on. The amount of equipment needed to ensure all of her cares are provided. 

She requires 24/7 oxygen, suc;on machine, pulse/OX monitors, CBT treatments and all of the things. So 

that in itself is quite taxing. Her weakened immune system, that's a really big one. The wrong climate, 

stepping into the wrong gas sta;on, I mean, those small things can cause prehy detrimental. For a quick 

example, we took her on a trip in June a couple states away to meet some other MLD families, and she 

ended up intubated a]er a nine minute code. 

James Valen*ne, JD, MHS (02:06:55): 

Wow. And that was from an infec;on or illness? Yeah. 

Kelsey Donnelly (02:07:01): 

Yes. She ended up with aspira;on pneumonia and a mucus plug blocked her airway and she was 

exhausted, so her heart stopped for nine minutes. 

James Valen*ne, JD, MHS (02:07:11): 

Oh my goodness. And you also men;oned, I think you were alluding maybe to some seasonality effect or 

weather impacts. Can you maybe describe what you meant by that and tell us a lihle bit more about 

that? 

Kelsey Donnelly (02:07:26): 

Absolutely. So we live again in the state of Colorado, so we can get all seasons in one day, which proves 

very, very hard on her body. She can typically detect the rain or snow well before I can. I actually have a 

barometric pressure gauge downloaded on my cell phone to try to help warn me beforehand because 

any change in that pressure causes her sinuses to flare up, her muscles to start aching, dystonic 

episodes, seizure ac;vity, just from a weather change. 

James Valen*ne, JD, MHS (02:08:04): 

Wow. Yeah. And some of those changes, I mean, just to give us a sense of the range, whether it's 

spas;city or seizures or when there are those spikes, can you just describe how much more severe those 

symptoms are? 

Kelsey Donnelly (02:08:23): 

Yeah, I mean I would say as we're coming into winter ;me, my nerves are high, very nervous, because 

typically what that looks like for Teagan is we'll get hit prehy hard with a blizzard out of nowhere. Her 

heart rate can spike 170s, 180s, full dystonia, I mean, s;ff arms, s;ff legs. She doesn't have the ability to 

fully cry anymore, but she'll tears in her eyes. And no amount of medica;on can really touch or relieve 

that. So we're trying the baths with the bath bombs and the massage with the salves, and all of the 

different things while being mindful, again, going back to medica;on, being mindful of her respiratory 

system because that's already weakened. You do too many of those rescue medica;ons and then you 

run the risk of really suppressing the respiratory and then you've got a whole other problem. 

James Valen*ne, JD, MHS (02:09:19): 

Right. Wow. Well, thank you so much, Kelsey, for helping us understand some of these impacts in daily 

life and what's really driving that. I do see we have a caller, we have Osmahan from Minnesota and she's 
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calling to share about her daughter, Laura, living with MLD. So Osmahan, I'd like to welcome you to the 

program. Are you with us? 

Osmahan (02:09:43): 

I am. Can you hear me? 

James Valen*ne, JD, MHS (02:09:45): 

You hear me? We can, yes. 

Osmahan (02:09:48): 

All right. Thank you for allowing to par;cipate in this discussion. My daughter Laura has MLD. She was 

diagnosed when she was two. She's now six going on seven. And she has two sisters who are three and 

11 year old. One of the things that has been very impaclul for us is the amount of muscle spasms that 

she has affect a lot of different things in her daily living and her ability to connect with that. So similar to 

what everybody on the panel talked about is that loss of communica;on has been very impaclul. When 

she has a lot of spasms, she gets very ;red and it can cause vomi;ng, and therefore she's very distressed 

and we have to help her with suc;oning. We never know when it's going to happen. So we have to 

always be on the ready. 

(02:10:45): 

She lost ability to talk and ability to see. She s;ll blinks some;mes. The cue we have is if she had one 

tear coming out of her eye, she's trying to talk. She's sad. And then her hearing is really impacted by the 

amount of energy she had that day. So if she's really ;red and she's very, very tense, she's going to tune 

out and she's going to be able to communicate with us. And that has impacted her ability to stay with 

her and connect with her. So on the days where she was very rigid, I cannot hold her and her have her 

feel that we're with her. It has also impacted her rela;onship with her sisters because of course at that 

age it is very hard to be and communicate with your siblings when there's like no cue for how she's 

feeling and the fact that they know she's there, but there's not much we can do with her. And some;mes 

her older sister will read her stories, but because there's no response, it's disengaging. And I've seen my 

daughter's rela;onship with Laura kind of evolve over ;me as to what they could do. 

Osmahan (02:12:03): 

My daughter's rela;onship with [inaudible 02:12:02] can evolve over ;me as to what they could do. The 

way they connect with her right now is helping us with the func;on machine and helping her with 

touching different items, but that's really limi;ng and the experience that they have with more. 

James Valen*ne, JD, MHS (02:12:18): 

Wow. Yeah. There's so much in what you just shared that's really, really illumina;ng. If I can maybe go 

back to one of the first things that you men;oned, just because we haven't heard so much about the 

muscle spasms, could tell us how long do those last, do they affect her whole body and how o]en do 

they happen? Just to give us a sense of what that actually looks like for a person living with MLD. 

Osmahan (02:12:46): 

Yeah. Very similarly to everyone, her muscle spasm got worse over ;me and it was very rapid 

progression over the course of the first six months of her disease. The way that affects her now is she's 

not comfortable simng in the same posi;on all the ;me. She can not really move, but it can feel that it 

gets tense in her neck and most likely in her legs. And she's always in that very tense posi;on. Her hip 

actually dislocated and the way she's being able to manage that thing is to be in that simng posi;on, 
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which is what's relaxing her right? Or alleviates the most pain. But because she's in that posi;on, that 

becomes the thing as to where she can sit, gemng her into the car seat, what wheelchair we have to use, 

how she sit, how she sleeps. And over ;me it gets worse because the more strain you put on your 

muscles, the more s;ff it gets over ;me. Where the points where she can always cross her leg anymore 

and keep them straight, they're always in that crossing leg posi;on and it aggravates your problem 

unfortunately. 

James Valen*ne, JD, MHS (02:14:10): 

And kind of that rigidity or being ... Having limita;ons in her posi;oning, what does that translate to in 

terms of what you all are able to do together? What she's able to do, whether around the house or even 

outside of the home? 

Osmahan (02:14:32): 

It means that we had to be very versa;le and adapt over ;me as to how do we move her from one place 

or another one? 

James Valen*ne, JD, MHS (02:14:43): 

Yes. 

Osmahan (02:14:44): 

And what can she sit when we're in the living room, when we're having dinner, we want her to share the 

experience of dinner with us. It has meant that ... And we had the opportunity to travel to visit her 

grandparents over this summer. I did have in the airplane to ask the person simng right in front of me to 

not recline their chair. Otherwise they were crushing her legs because there wasn't way for her to have 

them simng in the right posi;on. The most distressing piece is the fact that I cannot hold her in my lap 

anymore. 

James Valen*ne, JD, MHS (02:15:22): 

Right. Wow. Well I just want to thank you so much for calling in and I know these are hard things to 

share, but I really appreciate you sharing your daughter's experiences and really helping us see what that 

looks like in daily life. It sounds so difficult, so just again, thank you so much for sharing. Again, I see that 

we have wrihen comments coming in on this topic and so want to make sure that we hear from these 

many voices. So Maria, what are we seeing in terms of impacts on ac;vi;es in daily life? 

Maria Kefalas, Ph.D (02:16:02): 

Oh, just so much. We have Less from Ireland. My son Kyle, lived a short and painful life. Like so many of 

these beau;ful children, he died at age six two years ago. The most difficult symptoms he endured a]er 

his rapid decline age two and three were gut pain from diges;ng and passing his liquid feedings and the 

muscle spas;city he suffered from. He cried more than any child should, but he met all the worst MLD 

could throw at him with a cute smile on his face. There is another comment from Karin in West Lynn, 

Oregon who has a juvenile child. She says, we spent years with Trent not being able to communicate his 

needs. Not even an eye blink or head turn. 

(02:16:44): 

The last year he could not laugh or have any involuntary response. We also guessed at all his needs. We 

didn't know if he was sad, uncomfortable, itchy, pinched, or whatever. Kristen from Iowa talks about at 

the beginning it was the spas;city. Grayson was in constant pain and uncomfortable through that stage. 

It was hard to enjoy life when he was constantly hur;ng and all he wanted was to be home and in his 
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safe place. Nutri;on was a huge challenge with a slow gut mo;lity. Every day was a constant bahle to 

figure out if he was tolera;ng it, if we could be mixing it up by changing formulas, volume rate, et cetera. 

And then respiratory was the other next biggest challenge. These kiddos worked so hard to breathe. 

James Valen*ne, JD, MHS (02:17:38): 

Wow. Incredible comments that are coming in and these are just a few of those. So we'll con;nue to 

bring those into the discussion here. I want to check in with our zoom panel. Is there either a symptom 

or an impact on daily life that maybe we haven't talked so much about yet, but is something that is 

important and impaclul and understanding? If you could just give me a lihle wave of a hand if there's 

something you'd like to share on a topic that we haven't covered so much yet. Or maybe it's something 

we have talked about but it's a different take or experience with it. Sure. Susan, we'll start with you. 

Susan Sullivan (02:18:19): 

I wanted to follow up on that point about feeding. That was a major struggle for us for several years a]er 

ini;ally diagnosis, we tried to avoid pumng Daniel in the hospital, but there was periods where he 

couldn't even hold down his meds and we had no choice. We had to come into the hospital for an IV for 

fluids. We also had a really hard ;me convincing doctors the gallbladder was involved. And so we spent I 

think three to four days in Hopkins before the GI doctor was actually willing to take out his gallbladder. 

And it wasn't un;l the doctors and the nursing staff would see him projec;le vomi;ng that they were 

convinced there was an issue. It was really difficult to manage that and especially because of the 

respira;on problems that every ;me he would vomit, we would have to be perpetually concerned that 

that was going to have lead to an aspira;on pneumonia, make sure his airways were clear. So it was a 

real struggle and it was really painful for him. 

James Valen*ne, JD, MHS (02:19:20): 

Yeah. Can you tell us a lihle bit about that vomi;ng and is that something that was a kind of a daily 

struggle? Was this something that there would be periods where maybe there was vomi;ng and others 

not? 

Susan Sullivan (02:19:34): 

Yeah, it would happen for a couple days. He would go through periods where it was off and on and 

because it wasn't consistent, it was hard to ;e it to his gallbladder. 

James Valen*ne, JD, MHS (02:19:45): 

I see. 

Susan Sullivan (02:19:46): 

But also wasn't sure, especially for parents who don't necessarily understand how to use a feeding tube 

and how to use a feeding pump to understand how slow his feeds were needed to be. There's a lot of 

mo;lity issues. So just in some cases he just wasn't diges;ng food quickly enough. There's a lot of things 

that factored into it, so it's hard to pinpoint the exact cause. 

James Valen*ne, JD, MHS (02:20:09): 

Yeah. And just since you men;oned the mo;lity issues, what did that look like? Does that also an ever 

present symptom or again, or was there more of periods where that was more of an issue than others? 
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Susan Sullivan (02:20:24): 

It just progressively got worse. I think towards when he was around seven, he was only taking maybe 20 

mls of food an hour. That was all he could tolerate. And he was on con;nuous feeds because there was 

no way to actually give him enough nutri;on. So it was just constant. And others have talked about the 

amount of equipment necessary that you have to move with you if you want to go anywhere. It's 

essen;ally a mobile pick you if that's what you need from everything. 

James Valen*ne, JD, MHS (02:20:54): 

Right. Yeah. Tyler, well thank you Susan. Tyler, want to bring you in, something to add on this or 

something different? 

Tyler Widman (02:21:01): 

I just wanted to kind of add in on our experience with feedings because it's very similar, but towards the 

beginning of this year, end of last year, we went almost six months of her vomi;ng almost five days a 

week. 

James Valen*ne, JD, MHS (02:21:16): 

Wow. 

Tyler Widman (02:21:17): 

Consistently and trying to figure out what was going on and naviga;ng everything. And we went through 

so many different food changes, tried changing foods and just nothing was working. And amazingly an 

allergy medicine, [inaudible 02:21:34], once we started giving her that, she's a whole different person, it 

was a game changer for her. And it was something that isn't normally prescribed. It was something that 

was like a shot in the dark for ... Luckily we work with Dr. Dang and her team is amazing. Along with our 

children's hospital in St. Louis. They collaborated and allowed us to try it out and now she's doing 

excellent just off that one medicine. It was such a life changer for everybody. 

James Valen*ne, JD, MHS (02:22:01): 

And when you describe the response being excellent, is that just the ability to keep food down, the 

amount or type of food that she was able to? 

Tyler Widman (02:22:10): 

All of it. I mean some days she could not tolerate anything. And medicine, water, we'd give her five mils 

of water and she'd throw it right back up. 

James Valen*ne, JD, MHS (02:22:23): 

Wow. Okay. 

Tyler Widman (02:22:25): 

And now with this medicine, her vomi;ng over the past, I would say it's been about six months, has 

reduced to maybe once a month. 

James Valen*ne, JD, MHS (02:22:34): 

Wow. Okay. Yeah. Thank you so much. Tara, I think I saw your hand and then Kelsey will come to you, 

Tara. So on this kind of topic of it, maybe things we haven't covered as much yet. 
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Tara Casey (02:22:46): 

Yeah, I mean we had similar feeding but also something else, the autonomic dysfunc;ons. So anything 

that is controlled by autonomics, so impacts these kids. So that's breathing, high heart rate, vomi;ng, 

then it's temperature and stability. So we're constantly pumng six blankets and a hea;ng pad on and 

then all of a sudden we have take it all off because then her temperature went the other way and then 

it's causes a seizure. So all the autonomic func;ons disfunc;on. 

James Valen*ne, JD, MHS (02:23:23): 

Sure. 

Tara Casey (02:23:23): 

And so that goes to the mo;lity issues as well. 

James Valen*ne, JD, MHS (02:23:26): 

I see. Sure. Thank you so much. And Kelsey, did you want to add something? 

Kelsey Donnelly (02:23:33): 

Yeah, I definitely want to touch also on feeding. And then I love what Tara was just saying too. Maybe I 

can play into both. But what I think about the most with feeding is, and what I like to ask people is go 

home and tell your two year old that they can't have bites your [inaudible 02:23:51]. They're s;ll fully 

cogni;vely aware. And this lihle girl of mine was the one at Thanksgiving, eat her whole plate and then 

she'd go find everybody else. They fight, fight, fight. Oh. And that ability went so fast but she s;ll wanted 

it. She just didn't realize that of each ;me she would choke. 

James Valen*ne, JD, MHS (02:24:15): 

Oh my goodness. 

Kelsey Donnelly (02:24:16): 

That's incredibly difficult. And then as Tara was describing, just the ability to breathe, something you or I 

take for granted. Because it's so easy. 

James Valen*ne, JD, MHS (02:24:30): 

Right. 

Kelsey Donnelly (02:24:31): 

24/7 oxygen, her nose bleeds almost every day. 

James Valen*ne, JD, MHS (02:24:37): 

Wow. 

Kelsey Donnelly (02:24:38): 

Heartbreaking. 
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James Valen*ne, JD, MHS (02:24:40): 

It is. Thank you so much. I do see that we con;nue to get comments coming in on this. So would like to 

check back in Maria? What else are we seeing? 

Maria Kefalas, Ph.D (02:24:50): 

Oh well we have Jennifer from New Jersey. One of the worst stem symptoms that my daughter has is the 

tone and muscle spasms. Most days the tone is controlled by Baclofen, but there are ;mes that the tone 

kicks in so badly. she screams in pain, her arm s;cks out straight. I can feel her shoulder blades s;cking 

out her back. Her leg gets so ;ght that she cannot control it to bend it. It is always difficult to figure out 

what is causing the tone to kick in extra. It could be being cold, being scared, not feeling well. 

Cons;pa;on, when the tone kicks in so bad she screams and becomes unable to communicate. We have 

Kendra from Phoenix, Arizona with late infan;le child. She says, traveling via airplane with our daughter 

who has late infan;le was is so extremely difficult with airline staff. Having to tell them each and every 

;me that her what her illness is and what prevents her from doing what, I'm sorry, screen. 

(02:25:52): 

Traveling via airplane with our daughter who has late infan;le was extremely difficult with airplane staff. 

Having to tell them each and every ;me what her illness is and what it prevents her from doing such as 

using the airplane laboratory and why she can't sit up by herself in her own seat, even though the airline 

standards say she must. It was terrible to relive and retell that story. It's a hundred percent prevented us 

from traveling with her via airplane. 

(02:26:20): 

And let me see, I think I have one more here I wanted to share. All right, this is Lexi from Illinois who's an 

late infan;le child. She says, losing the ability to eat as a family. We like to bond over food, going out to 

eat, having cookout par;es, trying new places, used to bring us a lot of joy. But another thing we are no 

longer able to do. And Gabby who says she's from the US with a late infan;le child, says Gabby is unable 

to walk, to speak, eat, or to par;cipate in any ac;vi;es of daily life. She's completely dependent on her 

parents and caregivers. She's constantly monitored by machines and needs rescue interven;ons such as 

pulmonary treatments and oxygen to help her breathe and assistance such as catheteriza;on and 

suppositories to help her. 

James Valen*ne, JD, MHS (02:27:10): 

Yeah. Thank you for Maria and thank you everyone for sharing your experiences. So with the remaining 

;me that we have in this first session today, I do want to make sure that we tackle one more topic. We 

know that as we've just heard, that there's so much that you and your loved ones are already 

experienced, have experienced, but we also know that you're thinking about life with MLD in the future 

and what that looks like. And so we want to explore some of your worries, fears, and concerns for the 

future. So we're going to go to our last polling ques;on of this morning session. So please open up, pull 

out your phone, go to that browser, open that tab on the browser on your computer, go to 

www.pollev.com/MLDPFDD. And here what we want to again ask you about is what are those worries, 

the things that worry you most about you or your loved one's condi;on in the future. 

(02:28:17): 

And here we want you to select up to the top three of those worries that you have. Are those worries? 

A, related to pain in the future? B, breathing. C, scoliosis and hip dysplasia. D, the ea;ng and feeding 

issues. E, walking or mobility issues. F, managing care long term. G, needing increased nursing or hospice 

support. H, decreased communica;on or responsiveness. I, a progressive loss of abili;es that you or your 

loved one have today. J, dying prematurely. Or K, some other worry that is one of the things that you 

worry most about for you or your loved ones, MLB. So I'll give you a few moments to think about this. I 
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promised these ques;ons would get harder as the they went on and I think I'm fulfilling coming through 

on that promise here. I'm sure. So as it stands while final responses come in, it looks like some of the top 

most common worries from our audience today are both dying prematurely as well as breathing issues 

in the future. A]er that, we're seeing decreased communica;on, responsiveness or worries about pain 

in the future, kind of being maybe the second ;er. And then a]er that that we're seeing a lot of the 

other things kind of together maybe as a third ;er. Everything else except for walking and mobility 

issues, being again a top three worry for the future. So as you were making these selec;ons, we want 

you to think about what about these different aspects of your you or your loved one's condi;on makes 

you worried. 

(02:30:13): 

Is there a certain degree of either increasing of some of these symptoms or onset of these symptoms? 

That is kind of what is the specific worry you have. If you'd like to share about your worries, we 

encourage you to call in and share that with us today. You can do so at +1 703-844-3231. Then you can 

call in share your ... Certainly s;ll happy to hear your experiences living with MLD to date, but we're 

broadening this discussion now to hear your worries for the future. And again, you can call in at +1 

703-844-3231. So just to check in with our zoom panel here, maybe again with a lihle wave of a hand 

who would like to share as you were looking at that polling ques;on, what was one of the biggest 

worries that you had? Debbie, let's maybe start with you here. 

Debbe Harris (02:31:14): 

I would say that ours is, we are older parents and when she was diagnosed, we thought we could easily 

lose her and we could have within a year or two. And we're five and a half years in and now it's shi]ed a 

lihle bit to could she be with us another 20 years? We've already outgrown ... She's outgrown my ability 

to li] her. My husband can s;ll li] her with a lot of effort. He's thrown out his back mul;ple ;mes. So 

we're looking at the world of, we already have a Hoyer in the home, but of modifying the van, of gemng 

some of the track systems that people have. So some of those sort of logis;cal issues. But as her mother, 

and I'm kind of going back to an issue I touched on before, I think the thing I worry about most is when 

she can no longer communicate with us at all. 

(02:32:09): 

Whether it's due to fa;gue or not even being able to control her blinks or be able to smile because I feel 

like her brain and her cogni;ve func;on is going to outlive her body's ability. And to me that is just the 

worst kind of torture. She will truly have locked in syndrome then and will be there alone, unable to 

express anything, unable to be heard. And to me, that's just a thought that I can barely contemplate. All 

of the hardships on us, the care and the inconvenience. We worry about that as older parents and 

because we would never ever consider sending her to a home or whatever. Just all we can do is love her. 

And we do that in abundance. We just can't imagine anything else. But when she gets to the point where 

she feels like she just can't communicate with us at all, that's going to kill me. 

James Valen*ne, JD, MHS (02:33:18): 

Yeah. Yeah. Debbie, thank you so much for sharing that. Kelsey, I think you also wanted to weigh in on 

this. 

Kelsey Donnelly (02:33:28): 

This is a difficult one and I agree obviously with everything Debbie said and for me for dying prematurely, 

this is a very recent and raw incident for us, knowing she coded just a couple months ago because she 

can't ... Because her lungs are failing her. She s;ll has so much will to live and so much fight. But her 

body does not cooperate. 
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James Valen*ne, JD, MHS (02:34:16): 

Yes. Wow. Thank you so much Kelsey, for sharing that. So difficult and all of these concerns, both that we 

heard from you and Debbie, it's things, these are things that are not concerns necessarily for 20 years in 

the future. It doesn't sound like, but things that you really are worried about every day when that loss 

could happen. Yeah, absolutely. We do have a phone caller that I'd like to bring into the conversa;on. We 

have Kendra from Phoenix who wants to share both maybe some experiences as well as worries for the 

future with her experience with MLD and her family. So Kendra, I'd like to welcome you to the program. 

Are you with us? 

Kendra R. (02:35:08): 

Yes. Can you hear me? 

James Valen*ne, JD, MHS (02:35:10): 

Yes, we can. 

Kendra R. (02:35:13): 

Great. So I have three daughters, two of which have MLD. Our middle daughter, Olivia was the first to be 

diagnosed and she's currently four years old and enrolled in hospice. And our youngest Kira received 

gene therapy in Milan and she's living the life of a normal two and a half year old girl right now, our lives 

are very bihersweet, but I did want to comment on the few things we were talking about. What we're 

worrisome for us right now with Olivia is her breathing. She easily can choke on her drool, we are having 

to use a suc;on machine a lot more. We o]en wonder if she'll be awake when we walk in her room in 

the morning or did she choke in the night. So those are real and regular concerns for us. And I know a lot 

of other parents as well. But I did also want to touch on the fact that how it can change the en;re family 

unit. 

(02:36:10): 

We can't take Olivia anywhere like via plane. Like Maria men;oned in my comment earlier, and her older 

sister Ava, it's really hard for her to understand how to interact with her. Kira interacts with her regularly. 

But that's because Livy been like this since Kira was born really. So it's interes;ng to see the dynamic and 

how it can change the rela;onship with her sisters. And it does make an impact on the family at large as 

well because my husband and I will have to split up. So if we can take Ava our oldest and Kira our 

youngest to do fun ac;vi;es or go places and do things, but one of us will have to stay with Livy because 

traveling to wherever we're going or thinking about foods and medicines and suc;on machines would be 

too difficult to bring with us. So it really does impact every person in their life. 

James Valen*ne, JD, MHS (02:37:09): 

No, absolutely. And Kendra, if I can ask you about one of the first things that you were men;oning about 

breathing and worrying that you might go in and one day she might have stopped breathing, is that 

related to choking or is that also just related to pulmonary func;on? Can you maybe share a lihle kind of 

context about Olivia and her breathing ability currently? 

Kendra R. (02:37:37): 

Right now it's more related to choking, but definitely if she gets a cold, there's more of an issue with 

breathing being a problem. And anything respiratory can just have detrimental effects for these children 

as you've heard. But right now it's more of choking. So like other parents said, we have to be careful with 

how we lay her down in bed at night and make sure she's on her side and we had to buy a special bed 
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that was thousands of dollars to make sure she could be propped up in a way that would keep her safe 

when she's sleeping in at night and give us a lihle bit of peace of mind to know that we have that extra 

measure in place. 

James Valen*ne, JD, MHS (02:38:23): 

Sure. Well Kendra, thank you so, so much for calling in and sharing. I see we have another phone caller. 

We have Pam from Maryland that wants to share some other symptoms that are being experienced and 

also some worries for the future. So Pam, I would like to welcome you to the program. Are you with us? 

Pam (02:38:46): 

Hi, thank you for having me. I am calling in regards to our son. He's a 26 year old that was diagnosed 

with MLD at the age of 17, but basically presented with symptoms from age 12 on. A lot of his symptoms 

are more cogni;ve in nature, which typically happens with the adult onset, more of a schizophrenia type 

look. And that was actually what he was diagnosed with originally. We have a lot of problems finding 

caregivers for ancillary staff I guess to help us because at first we were s;ll working, my husband had to 

take basically an early re;rement to help manage his care. And so a lot of our fear for the future is if he 

outlived us because we're aging and a lot of our friends that are in these situa;ons are also aging out. 

What happens to them that they've outlived their pediatric diagnoses and caregivers and physicians. 

(02:39:57): 

Now, just the struggle of trying to find caregivers in the medical world that will help us is hard. He has a 

lot more social issues, trus;ng people that he shouldn't necessarily trust, financial problems, things of 

that sort. But then also mixed in there with the falling and seizures and I see isola;on of not having 

friends anymore, people not coming around anymore, him not being able to have organiza;ons or 

groups that typically adults his age would have as far as peer support, job support, things like that. And a 

lot of the struggles that go with that. 

James Valen*ne, JD, MHS (02:40:48): 

Right. Pam, you men;oned these are some really important experiences that are ... Sound like it's maybe 

a lihle unique to the adult onset part of this community. You know you said that essen;ally the 

schizophrenic kind of experience, both kind of cogni;ve but also and related to that, I think the example 

you gave was being very trus;ng and being open to being taken advantage of. Are there other ways 

cogni;vely or in terms of maybe personality or behaviors that he's been affected by this aspect of MLD? 

Kendra R. (02:41:39): 

Yeah, there are a lot of impulse control issues, safety on social media, the internet, things like that are 

problema;c. When he was much more mobile, we had issues with him wandering. He got in a car and 

Uber with somebody and decided to go 45 minutes away to a bar. 

James Valen*ne, JD, MHS (02:42:01): 

Oh wow. 

Kendra R. (02:42:01): 

Just things that you don't think about un;l you're in the middle of it and how are you going to manage 

it? Medic alert bracelets on them because a lot of ;mes these adults present neurotypically, they have a 

denial of what their disease process is and they feel like they are normal and they can somewhat present 

normal un;l you get into a 15 or 20 minute conversa;on with them and then you realize, oh, 

something's a lihle bit off. 
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James Valen*ne, JD, MHS (02:42:27): 

Yes. 

Kendra R. (02:42:28): 

So it's a big safety concern. 

James Valen*ne, JD, MHS (02:42:31): 

Yeah, absolutely. And how long has he been having some of these cogni;ve types of issues? Has it gohen 

progressively worse or since it's kind of onset, has it been rela;vely staple? 

Kendra R. (02:42:52): 

Typically he does well and then he's got a plateau for a while and then something happens usually in 

illness. He got pneumonia, he got COVID, something will trigger and we see a decline and then he will 

ramp back up, but never quite makes it back to that baseline. So his plateau level changes and you'll see 

a trajectory of symptoms get extremely bad and then he kind of stabilizes and he's at a new plateau 

level. So it does change quite a bit. But like I said, we've been dealing with symptoms we think for about 

14 years when he started at age 12. But I would say in the last three years it's been the most no;ceable. 

James Valen*ne, JD, MHS (02:43:40): 

Okay. Wow. Well Pam, thank you so, so much for calling in and sharing your son's experiences and your 

family's experiences and worries. I want to in this morning, give final word to some of the number of 

wrihen comments that we have coming in again to try to hear some addi;onal voices on this topic of 

worries for the future. So Maria, what are we seeing? 

Maria Kefalas, Ph.D (02:44:07): 

Yeah, so Jennifer from New Jersey writes and she's a juvenile child, early juvenile child. This disease 

affects the whole family, not just the child who has it. It is devasta;ng for parents to watch their child slip 

away. It is confusing and life changing for siblings and extended family. Your whole life and whole being is 

now this disease. You learn to live each day as it comes because you don't know what the disease will 

bring from day to day. Meg who actually lives in Texas and is married to an adult onset pa;ent says my 

husband is only 29 years old now, has a whole life of being cogni;vely impaired ahead of him and has to 

spend most of his days alone and confused at home. I must work and I will probably always have to work 

long hours because he cannot and he can't go out on his own because he gets lost, an en;re life of being 

stuck at home alone and confused is not a good prospect. 

Maria Kefalas, Ph.D (02:45:03): 

... home alone and confused is not a good prospect. And Debbie from Florida, who has another adult 

MLD child says, "My daughter was a compe;;ve dancer, varsity athlete, award-winning ar;st and high 

achieving student who graduated with honors from high school. At age 16 with plans of becoming a 

surgeon, we saw social awkwardness and difficulty remembering or discerning truth versus something 

she thought about. Now, she cannot draw a smiley face, retain what she reads, follow steps, like gemng 

dressed or remember things from one moment to the next. She cannot live independently and we grieve 

what she has lost and worry about the future progression." So these are amazing comments from a 

range of pa;ents' families. 

James Valen*ne, JD, MHS (02:45:46): 
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Yes, they are. So at this point, we're at the end of our first session and opportunity to hear from all of 

you today. We've heard so, so much about what it is to live with MLD. It's been an incredible morning 

discussion. But at this point, what we're going to do is we're going to take a 30-minute break. So we'll be 

resuming at 1:00 PM Eastern Time. And this a]ernoon, we're going to ask you all to rejoin us and build 

on this morning discussion where we want to now explore the range of different treatments and other 

management strategies that this community employs to try to make living life with MLD, a lihle bit 

easier. And importantly, get your perspec;ves on what would be an ideal future treatment for MLD. So 

again, thank you so much for all of your par;cipa;on to our Zoom panel, to anyone everyone that called 

in and wrote in, and we look forward to hearing from you this a]ernoon. Again, we'll take a 30 minute 

break and resume at 1:00 PM Eastern. 

Maria Kefalas, Ph.D (02:46:49): 

Thank you. 
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AFTERNOON SESSION 

James Valen*ne, JD, MHS (03:15:23): 

Good a]ernoon and welcome back to the Externally-Led Pa;ent-Focused Drug Development mee;ng on 

MLD. I'm James Valen;ne, your moderator, and I'm here with Maria Kefalas from the Calliope Joy 

Founda;on Founda;on and Cure MLD, who's my co-host this a]ernoon. We want to just welcome 

everybody back a]er such a engaging morning, learning so much about what it is to live with MLD day in 

and day out for you and your loved ones. And now this a]ernoon, build on that by understanding your 

experiences with current treatments and clinical trials, your perspec;ve on future treatments. But 

before we get into that, we're going to get a overview of the current treatment landscape. And so I'll 

turn it over to Maria to introduce our a]ernoon speaker. 

Maria Kefalas, Ph.D (03:16:09): 

Thanks, James. Now to provide an overview of the treatment landscape, it's my pleasure to introduce Dr. 

Adeline Vanderver, an ahending physician in the division of neurology, the Program Director of the 

Leukodystrophy Center, and Jacob A. Kamens Endowed Chair in Neurologic Disorders and Transla;onal 

Neurotherapeu;cs at Children's Hospital of Philadelphia. Dr. Vanderver, take it away, please. 

Adeline Vanderver, MD (03:16:38): 

Thank you so much, James and Maria, for that kind introduc;on. It's my pleasure to share with you some 

of our experience with an understanding of MLD. At this point, I am Adeline Vanderver from the 

Children's Hospital of Philadelphia. Going to talk to you today about treatment challenges in MLD. So I'm 

happy to disclose conflicts of interest. I have interac;ons, in kind material support, and clinical trials, and 

grant support from a number of different pharmaceu;cal partners, but take no personal compensa;on. 

And we are also fortunate enough to receive grant funding from the NIH through the NINDS and NCAS 

for the grant numbers below. 

(03:17:18): 

Today, I am happy to discuss some understanding that our community has about treatment and its 

challenges in MLD. I'll talk briefly about current treatment and the overall landscape of clinical trials 

ongoing in MLD. And I'll also discuss what we understand as treatment challenges for the community, 

including limita;ons in access, delays in diagnosis, and the unmet need for symptoma;c and later-onset 

popula;on of therapeu;c op;ons. MLD is a disorder that's been known for quite some ;me at this point. 

And so there have been a number of different therapeu;c efforts in this disorder, which is otherwise 

devasta;ng and progressive. And one of the first things that was tried was bone marrow and stem cell 

transplanta;ons. The results of these efforts that were- 

Adeline Vanderver, MD (03:18:03): 

The results of these efforts that were tried across both late infan;le, early juvenile and adult pa;ents are 

highly variable. Most reports of this are single case reports that limit our ability to really understand the 

significance of the findings. Then across a small number of larger groups of pa;ents numbering in the 

several dozen at most, there are very variable results with overall some understanding that the earlier 

treatment is started, the beher prognosis is. There is some indica;on, however, especially in more 

recently tried approaches where some of the transplant methodologies has been op;mized, that 

transplanted pa;ents may have beher longer term survival as well as beher longer term survival without 

progression to a GMFC-MLD of 5 or 6. There have also been a number of recently more robust clinical 

trials including gene therapy approaches through the Orchard program OTL-200. Libmeldy and several 

different enzyme replacement efforts, including some ongoing replacement efforts at this ;me through 

intrathecal delivery. 
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(03:19:32): 

The gene therapy with ex vivo transplant and gene therapy have been tried in lay infan;le and early 

juvenile and the data is not yet known for later onset pa;ents, and that is available only outside the U.S. 

except for a compassionate use protocol and really is only in presymptoma;c or very, very early 

symptoma;c individuals. There are some efforts around intrathecal or enzyme replacement to recruit 

more symptoma;c pa;ents, but those efforts have only encompassed late infan;le MLB pa;ents. You 

can see overall that the therapeu;c op;on in par;cular in symptoma;c pa;ents or later onset pa;ents 

remain very limited even in the context of clinical trials. Right now, the only approved therapy that is 

available outside of the United States is Libmeldy through the efforts of Orchard Therapeu;cs and the 

Fondazione Telethon and Ospedale San Raffaele in Italy, and that is a gene therapy using autologous CD 

34 plus cells encoding the RSA gene and ex vivo gene therapy approach. That has standard market 

authoriza;on by the EMA since December 2020 and in the U.S. is available as an expanded access 

program. It has limited indica;ons and currently is recommended only for late infant and. 

(03:21:05): 

Early juvenile pa;ents without clinical manifesta;ons of the disease or early juvenile with very early 

clinical manifesta;ons for the disease, but who are s;ll able to walk independently and don't have overt 

cogni;ve decline. You can see here from the recent paper of Fumagalli et al., at all in Lancet that the 

;me the propor;on event-free survival in the Figures B and C of pa;ents who have survival and do not 

get to a GMF CMLD of 6 or 6 is improved in pa;ents who receive Libmeldy versus pa;ents who do not 

according to the available natural history data, and that in C remains true in the early juvenile pa;ents, 

even for mildly symptoma;c pa;ents, but to a lesser degree. Importantly, one of the significant 

challenges to MLD treatment is the delay in diagnosis and that most pa;ents remain too symptoma;c 

for treatment at the ;me of diagnosis, so there's overall an unmet need for presymptoma;c diagnosis. 

Newborn screening is currently in pilot form with likely under diagnosis of atypical later onset forms, 

par;cularly in the adults. 

(03:22:33): 

There's also an unmet need for disease modifying treatment op;ons for those with symptoma;c 

disease. There's really no op;ons for later onset disease presenta;ons currently with an unmet need for 

therapy development across the spectrum of disease and importantly, the need to understand the 

natural history in later onset cases. In conclusion, HST is a standard clinical op;on is limited to pa;ents 

with transplant matches with a large bias in access and limited to pa;ents who are asymptoma;c or 

minimally symptoma;c. There's a significant limita;on of this therapy with highly variable efficacy such 

that in most cases it's undertaken with significant concern about the poten;al efficacy even in very early 

onset or presymptoma;c cases. There is an ex vivo gene therapy approach, but it's limited to late 

infan;le and early juvenile pa;ents who are asymptoma;c or minimally symptoma;c and that the acts 

of that is therefore also limited by frequently late diagnosis and geographic disparity in access. 

(03:23:41): 

The goals for the community are earlier diagnosis and interven;on equity of access and defining 

meaningful improvement in symptoma;c pa;ents through improved understanding the natural history 

of the disease. I'd like to thank the many people who support our research at the Children's Hospital of 

Philadelphia, including the families affected by MLD, our research team and our collaborators at the 

University Children's Hospital in Tübingen, the University of Pihsburgh Medical Center, our collaborators 

as well in Italy, Copenhagen, at Stanford Children's Health, Massachusehs General Hospital, McGill 

University Health Center, Children's Na;onal Hospital, Baylor College of Medicine, CHOA in Atlanta, 

Kennedy Krieger, Murdoch Children's Research Ins;tute, University of Iowa, Stead Family Children's 

Hospital, Phoenix Children's Hospital, and the University of Utah, all of who contributed pa;ents to our 
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ongoing natural history data and through the GLIA at the Children's Hospital of Philadelphia. Thank you 

very much. Maria and James, back to you and to the studio. 

James Valen*ne, JD, MHS (03:24:50): 

Thank you, Dr. Vanderver, for that fantas;c overview of the treatment landscape and MLD. Now we get 

to move to our second session of the day where we're, again, going to be asking all of you that are living 

with MLD or the caregivers of those living with MLD to weigh in and help us learn about your 

experiences, in this case, on current and future approaches to treatment. If we can pull up our discussion 

ques;ons for this a]ernoon, you will see that there's a range of things that we're going to ask for you to 

weigh in on. We're going to ask that you share what you're currently doing to manage you or your loved 

one's MLD symptoms. When we talk about this, and we'll use treatments as shorthand, we're really 

cas;ng a broad net. Of course, we do want to hear about the different medica;ons and drug treatments 

as well as clinical trial drugs that have experienced and have access to, but we're looking more broadly 

beyond that to include things for mobility assistance devices, different types of therapy like OT, PT, 

speech therapy. 

(03:25:56): 

But even broader than that, we're looking to more holis;c approaches, perhaps dietary modifica;ons, 

more alterna;ve types of treatments, even adapta;ons that had to be made maybe to the home 

environment or outside to allow you and your loved one, again, to live life with MLD a lihle bit easier. 

Thinking about that broad range of different management or treatment strategies, we're going to ask 

that you weigh in and tell us how well those different treatments help with the most significant 

symptoms and health effects of MLD. Everything you taught us so much about this morning, we now 

want to get your assessment of how well the treatments that you have are helping with those things. We 

want to hear about the most significant downsides, so knowing that treatments whether or not they're 

working, they may come with downsides. 

(03:26:53): 

We want to know what those are and how they affect daily life. Finally, towards the end of our session, 

we'll look towards the future and understanding that we all want a complete cure for MLD, but thinking 

about a product that might come down the pipeline that might help with short of that cure, we want to 

know what would that ideally look like for you, or maybe a lihle differently, what factors would be 

important in deciding whether or not you would use a new treatment if it became available? Now to get 

us kicked off on this topic, this Session 2 topic on current future treatments it's my pleasure to welcome 

a panel of your peers. We have Kendra, Sonal, Victoria, Gary, Amy, and Giovanni who will be sharing their 

experiences with treatments. I'll go ahead and ask Kendra to get us started. 

Kendra R. (03:27:44): 

In July 2020, my en;re family was figh;ng like mad to raise $500,000 in a month's ;me to move to Italy 

during the height of the pandemic to save the life of our five-month-old baby girl, Keira, who like one of 

her older sisters was diagnosed with a devasta;ng terminal illness known as Metachroma;c 

leukodystrophy, or MLD. My name is Kendra. As I sit here today, Keira's four-year-old sister, Olivia or Livvy 

as we call her, who is now enrolled in hospice, is beside me unable to talk, walk, eat on her own or hold 

her head up. Because she was already symptoma;c in 2020, it was too late for her to get the treatment 

that was offered to Keira. Livvy's only op;on in the en;re world was a clinical trial aimed at stalling the 

disease's progression, not curing it. My husband, Dave, and I, were in the midst of Olivia's weekly trips 

from Phoenix, Iowa for the clinical trial when we got the news about Keira. 

(03:28:32): 

 Page  of  41 71

https://www.rev.com/tc-editor/Edit?token=bIWeusCkggfgmhwoOIgSvU6bORhFGlGweab1YN-g-HqBYVqCaVPmIILH-mzr3ojXigZQgUbg6C8DUG7-d6JRuXmn0_Y&loadFrom=DocumentDeeplink&ts=12290.94
https://www.rev.com/tc-editor/Edit?token=MvNZ4zf_lLcp0OuxAMirRIBNGOnvSH3jcvA6UdwkcMA7PP-DYJCaK5CLISTtlOfOzX4FvTviTgatlKMrtqlw3mgqMTg&loadFrom=DocumentDeeplink&ts=12356.25
https://www.rev.com/tc-editor/Edit?token=Pm8JKfQ41HNpxIK5Y-tLrhxOdC44qKNyjE2dgjsj-8Rl-gbIXifZJItKPdn-FU3QB82ZDmANeWqbbmJKFMiL3I-OOFY&loadFrom=DocumentDeeplink&ts=12413.25
https://www.rev.com/tc-editor/Edit?token=74Lbvk5LOCEhoi2xhkruBbnsF-MUfH7Hwrx95Yten-i9bs3iRGhJqSNm7X77oH8xcm6SCvD0I_3nhI-1CnOGS32K1S8&loadFrom=DocumentDeeplink&ts=12464.58
https://www.rev.com/tc-editor/Edit?token=qeMjE7G2UeKRPLcQ2tS8ePa78p2K4xvw1kCqsxeqm6ZyICdMkvqcZK30ZP1F0AyIV9U2jM5WWsAU91hV-4TkJAFHp4w&loadFrom=DocumentDeeplink&ts=12512.01


MLD Externally-Led Patient-Focused Drug Development Meeting – October, 2022 

Unfortunately, our doctors in Arizona knew of no other op;ons available aside from the same clinical 

trial she was in, and the doctors in the clinical trial urged us to enroll our newborn daughter. Thankfully, I 

heard there was an experimental gene therapy treatment only available in Milan, Italy. Not only would it 

require us to move our en;re family to Italy for five months while Keira completes the treatment, but we 

would also have to transfer Livvy's clinical trial treatments to a European site. We had one month to raise 

enough money to make this move a reality and get Keira the treatment she needed before symptoms 

began. These seemingly insurmountable odds, however, did not deter us. We would literally do anything 

for our children. One month later on August 15, 2020, we boarded the plane to Milan for that treatment. 

It was an extremely emo;onal difficult ;me for all of us to see Keira endure chemo treatments, lose her 

hair, not be able to eat, and yet, maintain her smile through it all while Livvy was gemng worse with each 

passing day was heart wrenching. To this day, our lives are very bihersweet. We see Livy only get worse 

while Keira is now living the life of a happy, healthy, normal two-and-a-half year old girl. She does things 

that Livy never got the chance to do. Unfortunately, a]er we returned from Italy, Livy needed to exit the 

clinical trial due to complica;ons with the internal port. A]er the port was removed, she was the 

happiest we had seen her in a really long ;me, but by then she'd already lost the ability to walk, talk, and 

eat on her own. As she worsened, her treatment plan had to change what ini;ally started as only 

Baclofen for spas;city and CBD lo;ons for muscle pains has now turned into eight medica;ons on a daily 

basis, and two addi;onal medica;ons is needed. Livvy now receives Baclofen three ;mes a day for 

spas;city; Gabapen;n three ;mes a day for neuropathy; leve;racetam two ;mes a day to keep seizures 

at bay; Sulfatrim once a day to keep UTIs away; Clonidine and melatonin to help her have a painless rest 

each night; THC twice a day for pain and anxiety and glycopyyrolate three ;mes a day for drooling. For 

the moments when she's screaming in pain and because she can no longer speak to tell us what's 

causing it, we have to use day Diazepam as needed, which is also on deck for seizures. When that 

doesn't do the trick, we have to use morphine. She also receives physical therapy once a week, music 

therapy once a month, and due to staffing issues, she hasn't been able to receive OT and SLP therapies 

once a week as usual. This has rendered her augmenta;ve communica;on device almost useless. Her 

hospice nurse also visits us every two weeks for checkups, and they now deliver all of her medica;ons to 

our home. For Keira, however, she doesn't need anything, no meds, no therapies. She's running, she's 

jumping, climbing, spinning, saying her ABCs and 1, 2, 3s. She's actually advanced in communica;on and 

is currently ahending preschool. The gene therapy she received in Italy transformed her life and ours. 

Being able to see her not just survive but thrive brings us to tears. This is what Livvy could have had if 

this disease was caught earlier. Now, our lives are spent at home. 

(03:31:32): 

We can't risk Livy gemng COVID for free or shorten her ;me with us even more. Family vaca;ons have 

come to a halt aside from our annual checkups for Keira in Italy, but that doesn't include Livvy because 

the trip would be too hard on her. We can't even go to a restaurant as a family anymore. Dave and I are 

o]en forced to divide and conquer. One of us can take our oldest daughter, Ava, along with Keira to do 

ac;vi;es, but one of us always has to stay with Livvy whose life revolves around her sisters. She's sad 

when they're away and she lights up upon the return. Every morning, Ava and Keira, run into our room 

to get Dave and I, and then we all go get Livvy. Yet, every single ;me we do that, I wonder if she's s;ll 

going to be breathing when we open that door. We live in a constant state of fearing that fateful day. 

When I think of an ideal treatment for MLD, gene therapy would absolutely be it, hands down. As a 

parent, I would gladly give up five months of my life to endure a treatment that would provide a normal 

life for my child. 

Sonal P. (03:32:31): 

One minute and 15 seconds a mul;tude of events can occur in this short interval that are beau;ful, 

devasta;ng, or even both at the same ;me for Radha, my six-year-old daughter with late infan;le MLD. 

This one minute and 15 seconds has been truly life saving. For over two years, Radha has been involved 
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in enzyme replacement trial involving the infusion of just five milliliters of enzyme therapy over one 

minute and 15 seconds. This treatment has given her an opportunity for life and living that I thought she 

had once lost. My name is Sonal and I'm a pediatric gastroenterologist. The moment Radha was 

diagnosed with MLD, I instantly knew the medical complica;ons that would eventually unravel as the 

disease progressed. Radha was not a candidate for gene therapy or bone marrow transplant. Enzyme 

replacement therapy seemed to be the only op;on; however, at the ;me, the only ongoing trial was 

close to enrollment. 

(03:33:21): 

For the next year-and-a-half, we watched as the sparkle in Radha's eyes faded. Then as if a shot of 

darkness had been li]ed, a modified ERT trial was open, giving us a whisper of hope that we could keep 

rather stable. My husband, Bibob and I ini;ally had simple expecta;ons regarding outcomes when Radha 

was first enrolled. Her disease was advanced by that point and she had lost nearly all gross and fine 

motor skills. She was non-verbal and required internal nutri;on for sustenance. Our hopes were that 

enzyme replacement would prevent her disease from progressing and would minimize discomfort and 

suffering. A]er all, these are and always will be our goals for Radha's care. Lihle did we know that our 

expecta;ons would be far exceeded. At the very start of the trial, we almost immediately no;ced an 

increase in Radha's vocaliza;on. She began queuing us with her voice, whereas previously, she'd become 

completely silent. This has allowed her to interact more with her environment and the people around 

her. Her sleep paherns have improved, requiring less administra;on of melatonin, and she is much more 

comfortable while awake. 

(03:34:25): 

Over ;me, she has regained gross and motor fine motor skills, something we never could have imagined. 

She reaches and holds objects, ac;vates toys with her hands, kicks her legs gently in the water and 

independently pushes down on tricycle pedals she gives hugs. Her reflexes, which previously were lost 

have returned in all four extremi;es. Addi;onally, Radha has had significant improvements in cogni;on. 

Her school teachers and therapists send messages regularly that she has reached her therapy goals and 

that more advanced goals need to be formulated. She asks to take a nap, to read books, sing songs, for 

diaper changes with a visual gaze language device. She answers comprehension ques;ons with an 80% 

accuracy. She was hospitalized three ;mes in two months prior to ini;a;ng enzyme replacement 

therapy. Since trial enrollment, Radha has been hospitalized only once in over two years. Lastly, and 

most importantly, this treatment has allowed Radha to reveal her true personality to us. She is brilliant, 

tenacious, sassy, pa;ent, and forgiving. She'll repeatedly knock objects off a table inten;onally just to 

watch you pick them up. She will laugh when you sneeze or trip over yourself. 

(03:35:34): 

She both loves and is annoyed by her younger brother. She senses when someone is frustrated, and 

what I love most is that she complains when she's not being given ahen;on. We've been fortunate that 

Radha has had no side effects from the enzyme infusions to date. We spend our Friday mornings at the 

trial clinic site for two-and-a-half hours, then carry on with the rest of our day. I could not imagine a 

smoother process which has had such an immense impact. Regarding future drug development. I feel 

that research emphasis should be placed on management and treatment of those who are currently 

symptoma;c in order to decrease morbidity and mortality. Improvements in oral intake, head control, 

gut mo;lity and hypertonicity can help alleviate suffering and further decompensa;on. Improvements in 

these and other similar issues should be the primary endpoints of future clinical trials involving 

symptoma;c pa;ents as opposed to the achievement of gross motor milestones, which is less realis;c 

and has a less significant clinical impact. Pa;ent and pa;ent and family reported data and videos should 

be used to assess whether there have been improvements since star;ng an experimental therapy. 

Pa;ents may respond to treatments differently, but this does not mean that each response is not 

significant and beneficial. I know there's a lihle likelihood that my daughter will ever walk. She likely will 
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not be able to eat by mouth. She will not be the same child she was prior to her diagnosis of MLD, s;ll 

Radha's life has value and significance Through the help of enzyme replacement, she is able to interact 

with the world and the world can interact with her, which has led to a substan;al improvement in the 

quality of her life. Could there be a more worthy reason to pursue further drug development? As a 

physician, I know when treatments are fu;le. I've seen firsthand the implica;ons of prolonging life when 

the quality is poor. This treatment is not fu;le. It has given Radha an opportunity to experience and 

enjoy life to the best of her ability. Thank you. 

Victoria R. (03:37:29): 

Hello, everyone. My name is Victoria and I'm the mother to six beau;ful children. My youngest daughter, 

Adeline, who is six-years-old and my youngest son Oliver, both have MLD, Adeline flourished as an 

infinite toddler. She developed normally un;l 15 months old, himng all of her milestones on ;me, if not 

before. She was walking, talking, and so incredibly smart. Then one day, our en;re world turned upside 

down. Adeline started falling and having trouble walking. I made it my mission to figure out what was 

going on with our sweet girl. This started our nine-month odyssey of numerous specialist appointments, 

misdiagnosis, MRIs, and countless hours of physical therapy all during which she con;nued to lose more 

and more of the milestone she previously had mastered. We received her MLD diagnosis the day a]er 

her second birthday. Within a month, she had lost her remaining milestones. Adeline had no treatment 

op;ons available since she was too far progressed. We have watched as MLD has stolen more and more 

from her. She now suffers from chronic respiratory failure, seizures, is non-ambulatory, can no longer 

speak and is completely dependent upon us for everything. Oliver, however, has a much different path. 

(03:38:43): 

Oliver was tested within two weeks of birth and since Oliver was presymptoma;c, he was eligible for 

gene therapy. Oliver, unlike our daughter, Adeline, had a chance at life. Unfortunately, the only place we 

could receive this life changing treatment was in Milan, Italy, thousands of miles from home. It meant a 

six-month reloca;on for Oliver and myself away from family, which would mean missing out on precious 

;me and memories, especially of those which involved Adeline, who is already living up borrowed ;me. 

We also knew that the treatment would be difficult. The thought of chemotherapy, months in isola;on in 

a hospital and knowing Oliver would be immuno-compromised was scary, but we had to do it. We had to 

give all over this opportunity despite the risks. We did not want to see him suffer like his sister. To 

poten;ally be able to live his life not trapped inside his own body, free of seizures, and to be able to 

breathe without machines and constant respiratory therapies, gene therapy could be his miracle and we 

could not pass it up. 

(03:39:43): 

On June 25, 2021, Oliver received Libmeldy, also known as OTL-200, the life-saving gene therapy, which 

has been approved in the European Union, UK, Iceland, Liechtenstein and Norway. We are now one year 

out from gene therapy and just recently celebrated Oliver's one year birthday. Oliver is followed by 

neurology, BMT, his team in Milan physical and occupa;onal therapists. He undergoes tes;ng every six 

months with at least one yearly visit to Milan to assess how Oliver's body is responding to the OTL-200. I 

can tell you without a doubt that gene therapy has helped Oliver. While the therapy did not result in an 

absolute outcome, he is thriving and growing each day, and we are hopeful for his future. Oliver does 

have some delays but has not regressed. Oliver turns two on October 20th, the day before this mee;ng. 

He is now the same age as my daughter was when she could no longer stand or walk. 

(03:40:41): 

While Oliver has weakness in his legs and ;ghtness in his le] ankle, his latest neuro connec;vity test 

revealed that it was stable when compared to the one performed when he was six-months-old. This 

means that during the ;me that Oliver should have been regressing and showing nerve damage, he was 
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not. Instead, at the age of two, Oliver is gemng stronger, has started to stand up and has now started 

taking steps on his own completely unassisted. Oliver does have a speech delay, which can very much be 

ahributed to spending so much ;me in a hospital semng and also hearing two languages constantly 

during his forma;ve months for language learning; however, he is gaining new words daily and star;ng 

to speak in two or three-word sentences. He also has a bit of a hearing deficit and oral aversions, which 

we believe to be due to side effects associated with the chemotherapy he received. 

(03:41:33): 

He is trying new foods and ea;ng more each day. In comparison, Adeline could no longer speak, could no 

longer swallow without the risk of aspira;on and was G-tube dependent for her food at his age. We have 

no regrets about Oliver receiving the Libmeldy gene therapy to give Oliver the gi] of ;me to give him the 

opportuni;es never afforded to Adeline, there was never any ques;on. While it may not be a cure, it 

changed Oliver's quality of life and is giving him a chance his own body would not have allowed. As a 

parent, I can tell you how completely soul crushing it is to witness your child's body turn against them 

and watch their daily struggles to do things we take for granted each day. I would give anything to help 

my child and I would be willing to try any treatment that it would improve the quality of life and slow 

down this awful disease. To be able to give my child more ;me to experience a life they deserve is 

everything. 

Gary H. (03:42:32): 

Hello, my name is Gary. This is my daughter Celia Grace. Celia Grace was the first child to receive gene 

therapy in the United States. She was diagnosed in March of 2020 at the age of three-years-old. It is 

really amazing how we found out she had MLD. She started complaining of her belly hur;ng. We thought 

it was gas or cons;pa;on. One Saturday night she started vomi;ng. The next morning she was laid over 

in the floor holding her stomach complaining of severe pain. She was taken to the local emergency 

department where they did a CT scan that appeared to have fluid and gallstones in her gallbladder. She 

was transferred to Children's Hospital of Alabama in Birmingham where they did surgery the next 

morning. The surgeon come out and advised us that there was a large mass inside her gallbladder and 

that it was going to be sent to pathology for further tes;ng. 

(03:43:48): 

The report come back from pathology within a couple of weeks and it come back of a neoplasm inside 

the mass that was associated with a disease called metachroma;c leukodystrophy. We were in disbelief. 

My wife and I cried. We did what most parents would do. We Googled metachroma;c leukodystrophy. 

We were devastated because we thought we were going to lose our daughter at such a young age. We 

went for further tes;ng for gene;cs. Two weeks later, we got the horrible news. The tes;ng confirmed 

that she did test posi;ve for metachroma;c leukodystrophy, but as it turns out, we discovered disease 

early on. There was a treatment available called gene therapy. This is a incredibly rare for the disease to 

be found this early with a non-symptoma;c child. 

(03:45:04): 

Most families find out about the disease a]er an older sibling has tested posi;ve for MLD and had 

symptoms. All the MLD families before us had to travel to Milan, Italy for a clinical trial, but in October of 

2020, Dr. Nath contacted us. Our neurologist contacted us and said, "What if I told you your daughter 

was going to make history books?" The neurologist just told us that Celia Grace was going to be the first 

child in the United States to receive gene therapy for MLD. We packed our bags and traveled almost a 

thousand miles to get the treatment in Minnesota at the Masonic Children's Hospital. A]er her cells 

went to Italy to be repaired, Celia Grace underwent four days of chemotherapy. Most of her side effects 

was from the chemotherapy such as hair loss, fa;gue, sores in her mouth. 

(03:46:20): 

 Page  of  45 71

https://www.rev.com/tc-editor/Edit?token=1ZK7X4ZnPCg7EujBeOTH_qe_zUGzR8_M3L524BnYEW7iQvjTONLsphISX4MQRds9LTzftTjuLgED4tBod1AsEvO8iCo&loadFrom=DocumentDeeplink&ts=13293.18
https://www.rev.com/tc-editor/Edit?token=-fBFWhrg-bTSqvtYuGKLZD49tpo_cSmqsvkUwtCtNCL_wP6k9rbMHyv-PEgI0Sz5r3oFF_oinH41S9WbUBq7aMuOIfo&loadFrom=DocumentDeeplink&ts=13352.37
https://www.rev.com/tc-editor/Edit?token=hySCltyZsEDsVtm1NFSgNXRyUc8VJwUjCv-2yaxgrapxBlMhVhcwmMk2AS6jcGCJHRE0Y4a9AU4BjvY_YIpbtlaRKPs&loadFrom=DocumentDeeplink&ts=13428
https://www.rev.com/tc-editor/Edit?token=whFKpaLexkByWx0m3n6CJh2LMvkATuL7fnH3GcjFi9b-NCKrbAJTrdO64Wrgex5rzfKi1w2Pq-atHXABY_AQdxzVTzM&loadFrom=DocumentDeeplink&ts=13504.89
https://www.rev.com/tc-editor/Edit?token=XUa2IvRe3bnrA8B1rzBHZlSkHhF1OGmxSME6_avDS5WvXYQ9kCj8Mz1xGrQnFjHFKZoai1WV7IBWy6hGj3do2Q1LVcQ&loadFrom=DocumentDeeplink&ts=13580.28


MLD Externally-Led Patient-Focused Drug Development Meeting – October, 2022 

A]er the infusion of her new cells, we stayed in the hospital for about a month. She was uncomfortable 

for a while a]er the high dose of chemotherapy, but she started recovering a]er a couple of weeks. 

While we were nervous wrecks throughout the treatment, we were also amazed to see our lihle girl 

bounce back so quickly to herself. Our story is different from other stories you will probably hear. Most 

kids do not have the ;me before it's too late for them to qualify for gene therapy. We were lucky to catch 

this early on. Celia Grace has not had no symptoms of the horrible disease and hopefully, never will. 

A]er her checkup in January, her enzyme levels were even on the higher end of the normal scale. We are 

now one year out from Celia Grace's gene therapy and she is doing great. It took a few months for her to 

get back to her normal self, but since then, she is a normal, happy five-year-old child thanks to gene 

therapy. 

Amy P. (03:47:55): 

My husband Brad and I had never heard of metachroma;c leukodystrophy before our daughter, Livianna 

and son Giovanni were diagnosed in December 2010. Giovanni was just 11-months-old and his three-

year-old sister's symptoma;c diagnosis led to him being tested and diagnosed. Just three weeks later, we 

were in Milan, Italy where Giovanni was the second child in the world to undergo gene therapy for MLD 

in February 2011. At the ;me of diagnosis, we already had witnessed Livianna, our once vibrant, 

hilarious, beau;ful daughter regressing in abili;es at a startling pace. Our child who started walking at 

11-months-old, suddenly struggled to walk across the room, scoo;ng on the ground instead. Her early 

and impressive vocabulary was dwindling rapidly and nights, became restless and filled with tears rather 

than a toddler or sleeping peacefully in bed. 

(03:48:52): 

We are o]en asked, "How did you decide to go to Italy with so much unknown and the poten;al risks?" 

We knew painfully the risk of doing nothing. The poten;al of seeing our son gradually lose every learned 

milestone, losing the sound of his voice and knowing that we, my husband and I, and our two older 

children would not only lose Livianna, but also Giovanni. Of course, as a former researcher, I thoroughly 

read the medical literature. I sought to understand all I could about gene therapy and asked ques;ons of 

our local physician and the doctors in Milan. What I learned reinforced our decision that the only 

certainty would be the outcome of not trea;ng Giovanni, which is certain death. 

(03:49:38): 

The poten;al gene therapy risk includes sterility, leukemia, HIV infec;on, during condi;oning were all 

less terrifying and absolute than the risk of untreated late infan;le MLD. A]er returning home from 

Milan in June 2011, Giovanni was a normal one- year-old outside of his hair growing back and his 

implanted port. We never had a single physical or medical complica;on or difficulty during or following 

his gene therapy. He has never had motor skill deficits or delays. At 12-years-old, Giovanni has never 

shown any symptoms of MLD. The difficulty of our experience with Giovanni's gene therapy was the 

prac;cal, logis;cal, and psychological. It was reloca;ng our family to Milan, Italy for six months, missed 

work, financial burden and stress, cultural and language barriers, stress, fear of the unknown, which will 

never go away, and the follow-up visits where you relive it all over again. 

Giovanni P. (03:50:41): 

This is Giovanni. I'm 12-years-old. It is strange to hear when my mom talks about MLD because I just feel 

like a normal 12-year-old kid. I was a baby when I went through gene therapy. I've looked at photos, 

heard stories, and feel like I remember that ;me and visits back- 

Giovanni P. (03:51:02): 
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...that ;me and visits back [inaudible 03:51:05]. It may just be because we talk about it a lot and that 

becomes my memories. I like to play games online with my friends, hang out at their houses, play with 

my cats, and some;mes play games with my siblings. We like to go watch the sunset and go camping 

with my dad too. My mom says I am a natural leader, so I guess she is right. I always organize my friends 

and schedule our calls or online mee;ngs, name our teams, create logos, and make sure that everyone is 

following the rules. I like to draw and I am prehy good at it, but don't do it all the ;me. 

(03:52:03): 

I don't like to see people unkind or hur;ng other people's feelings. Life is too short for that. I remember 

my sister Liviana. There were stories and pictures too. I had gene therapy and she couldn't because she 

had already had MLD. We had lots of pictures of her and her old stuffed animals. We talk about her all 

the ;me. My parents told me that Liviana said I was her best friend. I think it is sad that my best friend 

isn't here anymore. It is hard to understand why she could not have had gene therapy too and be here 

like a normal kid too. She would be star;ng high school this year and that would've been so cool. Gene 

therapy changed my life because well, I am here. Without gene therapy, my parents would only have 

photos and memories of me just like my sister, and that makes me sad to think about. 

(03:53:22): 

I think I am going to do some amazing things in my life and the world would've missed Giovanni Price if it 

wasn't for gene therapy. For me, there isn't a gray area with MLD and gene therapy. We lost my sister at 

five years old and here I am thriving and enjoying my 12th year of life. My hope for a future is to have an 

impact on the world. Through my experience with MLD and gene therapy. I plan to be a leader who will 

have the capacity to do everything I set my mind to do. 

James Valen*ne, JD, MHS (03:54:13): 

Wow. Thank you so much, Giovanni, and Amy, and all of our panelists for sharing your treatment 

experiences, your journeys with MLD. It's so important to hear that and hear both what has helped and 

as well as understand the things that have not. Now we're at the point in our mee;ng. It's our second 

opportunity to now open it up to all of you, those living with MLD, and the caregivers and family 

members of people living with MLD, to hear your experiences on current and future treatments. If you'd 

like to share your experiences, we'd invite you to call in and write in. You can call in at 1-703-844-3231. 

Again, that's 1-703-844-3231 to share some of your current and past treatment experiences. But to get 

us started on this topic and thinking about this and understand the experiences of our audience, we're 

going to first start with a few polling ques;ons. 

(03:55:18): 

So, for all of our pa;ents and caregivers, this is your opportunity to pull that phone back out, open that 

browser. You can do it on a new tab on your computer as you're following along there. Go to www. 

PolleEV.com/MLDPFDD. Again, PolleEV.com/MLDPFDD. Please just keep this open throughout the 

a]ernoon and as we go to different ques;ons, they will automa;cally appear there for you to give your 

answers to. So, our first ques;on for this a]ernoon is we want to know what types of medica;ons have 

you or your loved one used either currently or previously to treat the symptoms associated with MLD. 

And you can select here all that apply. This ques;on is focused more on the medica;ons and medical 

treatments themselves. We'll have another ques;on that's focused on other types of treatment and 

management strategies. 

(03:56:13): 

So, the op;ons here are A, medica;ons for pain, B, an;spasmodics or drugs to relieve muscle spasms, C, 

drugs for gut mo;lity, D, drugs to help with sleep, E, an;-anxiety medica;on, F, an;-seizure medica;on, 

G, drugs to help with respiratory or breathing issues, H, dietary supplements or nutri;onal supplements, 

I, cannabidiol or C B D products, or J, other medica;ons that aren't listed here that you or your loved one 
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either are currently using or have used in the past. And again, you can select all that apply. Since this is 

the first ques;on we're seeing this a]ernoon where our audience can pick more than one op;on, I'll just 

point out again that these percentages that you're seeing are not the percentage of people who are 

picking any one answer. It's the percentage of total responses. So, any of these types of ques;ons, you 

can think of the bars as kind of rela;ve rankings to one another. 

(03:57:20): 

So as it stands, it looks like some of the most common treatment medica;ons that are being used or 

have been used by our audience include medica;ons for pain, for muscle spasms, as well as dietary and 

nutri;onal supplements. However, we're also seeing quite a great deal of experience with drugs for gut 

mo;lity, for seizures, sleep, and anxiety. And really all of these... None of these are really on the low end. 

We're seeing that this community is using a wide range of these different drug treatments to try to 

address these different symptoms of MLD, including some other things, which of course we want to hear 

about. Things that maybe we didn't list, maybe they're not as commonly used. Of course, we would like 

to hear those experiences as well. 

(03:58:08): 

If we go to our second polling ques;on. So now, going beyond just medica;ons and thinking about other 

types of therapies and supports, which of those have you or your loved one used, again, either currently 

or previously to help manage these symptoms of MLD? And again, you can select all that apply. The 

op;ons are A, physical therapy, B, occupa;onal therapy, C, leg and hand braces, D, wheelchairs, canes, or 

walkers, E, a urinary catheter, F, speech therapy, G, aqua therapy, H, naturopathic therapies, I, assisted 

communica;on devices or other communica;on methods, J, feeding supports, K, respiratory supports, 

or L, some other type of therapy or support that you or your loved one has used to help manage the 

symptoms of MLD that maybe is not otherwise listed here in this ques;on. And again, you can select all 

that apply here. 

(03:59:16): 

So, while final responses are trickling in, it looks like some of the most commonly used non-medica;on 

therapies and supports include physical therapy, occupa;onal therapy, leg and hand braces, and 

wheelchair, canes, or walkers. A]er that, it looks like maybe a second ;er would include feeding 

supports and speech therapy, maybe also assisted communica;on devices and methods. But once again, 

we're seeing each of these things is being u;lized heavily by this community with one of the maybe less 

common things being urinary catheters. And we're seeing quite a few other things being listed as well. 

So again, we'd love to hear about these range of different treatment and support approaches that you 

use to help manage symptoms of MLD. 

(04:00:05): 

One more ques;on for you here as we think about these different... This kind of treatment regimen. So, 

if we can go to our third polling ques;on. Here, we want to know, thinking about all of these things, the 

medica;ons, therapies, supports, how well does this in totality, this treatment regimen, treat the most 

significant symptoms of you or your loved ones' MLD? The op;ons are A, not at all, B, very lihle, C, 

somewhat, or D, to a great extent. And as you're thinking about this ques;on and selec;ng your answer, 

I want you to think about why it is that you're making this selec;on. What therapies have you been able 

to access and try, how has that...? Where you have seen a treatment help, what has that looked like and 

what has that meant for your life? And if things have not been that useful, which things come to mind 

and how did you no;ce or what was your way of assessing whether or not the product worked, where 

the approach worked? 

(04:01:12): 
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These are the kinds of things we would love to have you call in or write in and share those treatment 

experiences about. As it stands, it looks like roughly half the audience is saying that treatments have 

helped somewhat. We're seeing just below that, around 40% saying that they've helped very lihle, just 

around 10% say that they've helped not at all, and about 5% saying that they've helped to a great extent. 

So, quite a range with somewhat and very lihle certainly represen;ng the majority of experiences. But 

we recognize that these are kind of your subjec;ve classifica;ons. So, we want to hear the explana;ons 

behind these selec;ons. That will be so important to help us understand how well current treatments 

are trea;ng the most significant symptoms of MLD. 

(04:02:04): 

So with that, I want to thank you for doing these polling ques;ons. Keep those webpages open. We'll be 

coming to polling a lihle later in the program. While people con;nue to call in and write in, I'd like to 

welcome another Zoom panel that we have joining us this a]ernoon, some of your peers who will be 

sharing their experiences and par;cipa;ng in this discussion as well. So, I'd like to start the discussion 

with those things that have been most useful. Thinking through those lists of those different, both 

medica;on treatments as well as other types of treatment approaches, what maybe has been the most 

useful? How have you no;ced that? And maybe Cache, we can start with you on this ques;on. What 

stands out in your mind as fimng that bill. 

Cache Christensen (04:02:53): 

For my daughter, she's 10 years old and she's star;ng to... She's showing symptoms and s;ll recovering 

from her bone marrow transplant. So, we've been mainly focusing on physical and occupa;onal therapy. 

And with these two treatments, we're no;cing small but no;ceable improvements over the past several 

months. She's been doing it since about April of this year. We're s;ll working on a lot of the basic 

func;onal ac;vi;es that we originally set goals on, but there is some improvement. 

James Valen*ne, JD, MHS (04:03:31): 

Sure. So, a couple of follow-up ques;ons for you Cache. One, could you tell us a lihle bit about your 

daughter in terms of did she have infan;le-onset form, juvenile-onset? And then, more specifically, when 

you were talking about some of those goals that you've been semng and kind of tracking and monitoring 

as a way to gauge whether there's been any improvements or maybe even stabiliza;on. Can you tell us 

about what some of those were and how did you come up with them? 

Cache Christensen (04:04:00): 

Absolutely, James. So, Leah was diagnosed just over a year ago with MLD. At the ;me, func;onally, when 

you looked at her you couldn't tell there was anything going on. She happened to fall off a trampoline. 

That's how we found out through a CAT scan for her concussion. When she received her bone marrow 

transplant in November, s;ll prehy func;onal, but we did see that decline in func;on throughout her 

bone marrow transplant. Independence went down significantly, dressing herself, pumng on shoes and 

socks, wri;ng, just all of these basic things she was no longer able to do on her own. 

James Valen*ne, JD, MHS (04:04:47): 

Right. 

Cache Christensen (04:04:48): 

And so, that's what we've been focusing on in occupa;onal therapy and physical therapy is doing those 

things. She went from being able to ride a bicycle to needing assistance to ride on a tricycle in physical 

therapy. 
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James Valen*ne, JD, MHS (04:05:05): 

And just over ;me have there been any gains? Has it really just been an ahempt to keep things stable 

and work on maintaining? 

Cache Christensen (04:05:18): 

Yes, definitely. There have been some improvements. Of course, it's not a constant line going up, but it's 

been down and up and down and up with a gradual increase over ;me. But she's been able to improve 

on her wri;ng. She's s;ll not to able to do things independently, but she's gemng faster at pumng on her 

clothes with coaching, riding a tricycle with coaching. She's being able to focus more on that. 

James Valen*ne, JD, MHS (04:05:49): 

And then, how does she feel when... Does she no;ce that she's experiencing some of these incremental 

improvements? Has she said anything, expressed, have you no;ced anything in terms of how she feels 

about that? 

Cache Christensen (04:06:08): 

Oh yes, definitely. So, ini;ally, she does get very frustrated because she remembers being able to do 

these things. She remembers what it was like to have it so easy. And now when we do these, even as she 

gets beher, she s;ll expresses frustra;on. But when she does achieve these things where she levels up to 

another level, she does get excited. She recognizes it and that encourages her to try harder. 

James Valen*ne, JD, MHS (04:06:41): 

Wonderful. Well gosh, thank you so much for sharing that. I'd like to bring Debbie into this conversa;on 

as well. Thinking about things that maybe have been most helpful of that menu of different treatment 

approaches, what stands out to you, Debbie? 

Debbie Sweet (04:06:56): 

Hi, I'm Debbie. I am located in Florida and I have a daughter who is currently 22. And even though she 

wasn't diagnosed un;l about a year ago, we believe the onset was around age 15 or 16. So, it puts her 

on the border of a late juvenile or adult-onset. Before her diagnosis, we'd actually tried several things. 

We had tried ADHD meds, an;depressants and bipolar meds, an;-seizure medica;ons. When it seemed 

like she was kind of zoning out, they thought it might be absence seizures. But really since she's had her 

diagnosis, there is nothing. None of those medica;ons worked, number one, and there really aren't any 

treatments. She's not in need of physical therapy, occupa;onal therapy, speech therapy. She mostly 

needs monitoring of kind of her ac;vi;es. She's not independent. She will never be able to live 

independently, we don't believe. So, just making sure that she's safe and making sure that she can get 

through ac;vi;es like toile;ng, bathing, dressing, anything that requires a sequencing of tasks is a 

challenge. 

(04:08:05): 

Also, when we're in public with her, we have to make sure that she doesn't wander off. We've actually 

just added a GPS tracker. I wish they made them small enough to solder onto a medic alert bracelet, to 

be honest, because when they have some of these behavioral symptoms, they would be likely to take it 

off or somehow remove it. So, that's really what we're doing. It's really more a management of ac;vi;es. 

The only thing we found that really helps, and maybe this gets to the point that Cache was making about 

his daughter remembering she used to be able to do things. My daughter used to be a compe;;ve 
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dancer, so we found that music and dance, par;cipa;ng in those ac;vi;es actually brings her a lot of joy 

and happiness and remembering what she used to enjoy of that. 

James Valen*ne, JD, MHS (04:08:56): 

Sure. Thank you so much, Debbie. One thing that you commented on that kind of stands out that I want 

to follow up on is you talked about the monitoring and how that's really important with all kinds of 

different ac;vi;es in daily life, including some really fundamental ones like self-care and toile;ng. And 

so, maybe can you describe what you meant by monitoring and what kinds of safety issues do you think 

that has helped avoid or prevented for her? 

Debbie Sweet (04:09:33): 

Sure. So, let me give showering as an example. She's capable of physically showering herself, but we 

need to make sure the water doesn't get too hot and burn her. We need to make sure. We have to go 

through body part by body part to tell her to wash it because the sequencing just wouldn't happen 

automa;cally. She's able to do it all. She understands what we're saying. She can repeat it back, she can 

do the ac;vi;es, but it has to be managed. It's like, " Le] elbow, le] upper arm.", things like that. 

James Valen*ne, JD, MHS (04:10:03): 

Right. And with the temperature, is that just something that she does not have the self-awareness of 

what the temperature is or when she's experiencing a temperature that's maybe not safe for her, or can 

you describe that a lihle bit, Debbie? 

Debbie Sweet (04:10:24): 

Sure. There are a couple of things there. So, one is that she's recently been talking about how the 

shower water hurts her. And so, we checked and it seemed a lihle warm but it could just be also nerve 

endings too. 

James Valen*ne, JD, MHS (04:10:38): 

Right. 

Debbie Sweet (04:10:39): 

And then secondarily, something could be hur;ng her and she wouldn't necessarily tell us. She doesn't 

offer informa;on because that requires ini;a;ng. So for example, if we ask her if she's hungry, "Yes. I'm 

starving", but she'll never tell you an offer that she's hungry. 

James Valen*ne, JD, MHS (04:10:57): 

Right. 

Debbie Sweet (04:10:58): 

So, it's things like that. 

James Valen*ne, JD, MHS (04:11:00): 

That's very helpful, Debbie. I do see that we have a phone caller. We have Les from Ireland, who wants to 

share some of the treatment experiences of his two children. So, Les, I'd like to welcome you to the 

program. Are you with us? 

 Page  of  51 71

https://www.rev.com/tc-editor/Edit?token=DKKBaIsHwliI3hk5146qbprD2GDE8Qk0GVkIYyiqE7DWpGlm3mxI6sWfZ2pJXqWb1q9igo_SNSNtL7IYtgYX1ppJRNc&loadFrom=DocumentDeeplink&ts=14936.85
https://www.rev.com/tc-editor/Edit?token=BpMNDC8UJVgGsZ87ttzInlo4pehr-gnwzKxBRJbIkkTCIY1kKflWlimgWjbaSyjPGLczctwlCy2GA9ZuwvTwisMNcbs&loadFrom=DocumentDeeplink&ts=14973.06
https://www.rev.com/tc-editor/Edit?token=5hzvmkti332QncbiYmOAXCrqWINialiCB4-ZCxos7gDnbyTy6znk4t5ARY8nIPPNHNLv3HonczqHO46p-cUTwZIpnTc&loadFrom=DocumentDeeplink&ts=15003.09
https://www.rev.com/tc-editor/Edit?token=wjRzAKQoBHrz5vUaxwbEmNwxdJNeI4yoBmOphgDTuym2IzyfkU8gEC6HXEDstfmmzJ2-sub7qnz2IN4PkFT9rl8H8Io&loadFrom=DocumentDeeplink&ts=15024
https://www.rev.com/tc-editor/Edit?token=Cgy0x16ZAY89HONo_J3rAwpIJulB7zOfaEhUgCvSPbXImpz-AMJu3_KjQ0C8LuRydFWJ2kkOggrCaZO9OJK_GMJD6NY&loadFrom=DocumentDeeplink&ts=15038.16
https://www.rev.com/tc-editor/Edit?token=2abiYee57sSGJ6MHFHqqnda8h7TezYlJc9T9zLW97cwPa0nDBuWBBcrJ8TTlFBzDADJZd_Y-nao_KWWatqPNvylVw7k&loadFrom=DocumentDeeplink&ts=15039.36
https://www.rev.com/tc-editor/Edit?token=qdDtKuptwyZKeH2nUTIGEwDwh9PSzzPYPKSKJXqbIJ7DbpJLT-cy-YhSHIAhzkOQWPYGEX5CRZJFWQZpCWkj7L5pDrc&loadFrom=DocumentDeeplink&ts=15057.81
https://www.rev.com/tc-editor/Edit?token=pbSUgtYgMHu8bH4esdWSq1HDp97Qcr5doHZBn1HYq6yF2m68T9Otea9tjkx3QS1cueEckFj6dj8aanK-Kufk-C8bLoY&loadFrom=DocumentDeeplink&ts=15058.5
https://www.rev.com/tc-editor/Edit?token=EZCnhPetHmb5woZe2kyjrKx2fijW-qb-gHeMF4JcMm3Ir-U5VG4mcjTvWSjYZi7vEIQnbLtOY2-jAOlW1ZJLMvmnw1E&loadFrom=DocumentDeeplink&ts=15060.15


MLD Externally-Led Patient-Focused Drug Development Meeting – October, 2022 

Les (04:11:17): 

Hi James and Maria. Can you hear me? 

James Valen*ne, JD, MHS (04:11:19): 

We can. Welcome. 

Les (04:11:20): 

I'm calling all the way from Ireland here and I'd like to, first of all, thank you for the opportunity to speak. 

I think the MLD community is a global thing and the effects of the disease. My boys over here in Ireland 

are the very same as all of what I've heard from almost all of the speakers there today. It's sort of 

heartbreaking and heartwarming to hear so many people speak about things that are so familiar to me 

in our life here. 

James Valen*ne, JD, MHS (04:11:55): 

That's great. 

Les (04:11:55): 

But I'd like to just briefly, if I could, tell it. Our family stories is I have two boys. We had two boys, Cathal 

and Ciarán. They're both late infan;le. In 2017, a]er about 18 months of tes;ng and watching Cathal 

decline, he has received his diagnosis of MLD and like so many other stories, too symptoma;c to treat 

and a terminal diagnosis. But because of that, obviously, we tested our younger son, Ciarán, who was 11 

months at the ;me. And the next day we received Ciarán's diagnosis. And both our boys had a terminal 

illness. But with that diagnosis came the kicker, the opportunity, the lifeline that we were offered... 

James Valen*ne, JD, MHS (04:12:52): 

Yes. 

Les (04:12:52): 

...was that we had an opportunity to possibly be enrolled in the gene therapy trial in Milan, should we be 

able to travel and should he be eligible. And so, then for the following day, like some of the other 

speakers, we upped s;cks and we moved for six months to Milan, Italy. Ciarán, luckily, was eligible for 

the trial and he received that at age one. I think he would be classified as a late infan;le but maybe early 

symptoma;c pa;ent. He was showing some nerve conduc;on slowness and as he was treated then and 

just a]er his first birthday, he was a lihle slow to start walking, but the treatment got a hold and it 

arrested the progress of the disease in Ciarán's body and he has been fine ever since. He's thriving. 

(04:13:48): 

I mean, at the moment, unlike his older brother, Cathal, he passed away two years ago. He was age six 

and he experienced all of the symptoms and the difficul;es that were described in detail this morning. 

And sadly, he passed away. And so, my experience, I suppose is of both sides of the coin in terms of 

treatment and non-treatment. And in my mind it's black and white, it's life or death. Ciarán is six now. 

He's the age that Cathal died. At the age of three, Cathal is completely paralyzed on that low-level 

plateau and right at the end. But Ciarán has grown to meet all the milestones. He has some nerve 

damage. He walks slowly, he kind of drags his feet a lihle. He wears splints on his lower legs. 

James Valen*ne, JD, MHS (04:14:50): 

Sure. 
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Les (04:14:50): 

But other than that, he's an absolutely fine, healthy, and thriving six-year-old boy. He's in his second year 

of primary school and doing really well. I've been involved in ahempts to forward the cause of gene 

therapy here in Europe, here in the UK and the Netherlands, and spoken at different forums like this one, 

so impressive as this one, but I've told me story and contributed to the assessment process of the gene 

therapy in those countries. And... 

James Valen*ne, JD, MHS (04:15:27): 

Sure. 

Les (04:15:28): 

Happily, one by one, following the EMA approval, which of the individual countries are agreeing that the 

treatment does what it's supposed to do and then agreeing to allow access for their kids to receive it. 

James Valen*ne, JD, MHS (04:15:43): 

Right. 

Les (04:15:44): 

And finally, I've just in terms of the points that you put up at the beginning of the discussion... 

James Valen*ne, JD, MHS (04:15:52): 

Yes. 

Les (04:15:53): 

I'd like to speak about what I'd like to see in the future. 

James Valen*ne, JD, MHS (04:15:56): 

Sure. 

Les (04:15:57): 

In my logical mind as an engineer, the way I see it and my experience in life is gene therapy is the only 

solu;on to this disease. And that has to be coupled with the rollout and implementa;on of newborn 

screening for MLD. And that's the end game in my mind, to be able to iden;fy at birth... 

James Valen*ne, JD, MHS (04:16:27): 

Right. 

Les (04:16:27): 

... and immediately treat with gene therapy. We'll leave the problems of MLD behind for the majority 

and should be the vision of the future. 

James Valen*ne, JD, MHS (04:16:38): 

Yes. Well, Les, this has been incredibly helpful. I really appreciate you sharing both and Cathal's and 

Ciarán's experiences and so glad to hear Ciarán's story and gemng that early interven;on with gene 

therapy and what that's really meant for him and your family. So, really appreciate you doing this and 

 Page  of  53 71

https://www.rev.com/tc-editor/Edit?token=s8VbeZ87YZ4CKl6lUM6OHVgDX_f3NYlnC3TV5_oIqFviUPyUom5DzUxd-Zz0I5ng1H-7WGIXtXVROLVON4tsSrkM5hg&loadFrom=DocumentDeeplink&ts=15290.52
https://www.rev.com/tc-editor/Edit?token=WKlrFBGYKGP-EF1DVkEAeClSs9oShp--XqlCzQpPj6CSpyDH7sNPwWbGIphfMITRD7UjZxatoW8k-eP-o3HN-LCBBCI&loadFrom=DocumentDeeplink&ts=15327.48
https://www.rev.com/tc-editor/Edit?token=x0QD2Ku_vlNPMErE982lhcJv3UzYCTlg3D1b_wGYoR4B_tpcH9gMxmA5O7GEqXlHAA2wGeGflX4DWfFx58zJJh9Qh_4&loadFrom=DocumentDeeplink&ts=15328.02
https://www.rev.com/tc-editor/Edit?token=YSywVHzlWTZ9ojK6vMgBAS7HMP3vyOPnk5UJ3jtkCzXU9YfUBghJSGVMxzVeDT6jPav9W_BjF3Cw7gXO2BdEgq0HvMo&loadFrom=DocumentDeeplink&ts=15343.68
https://www.rev.com/tc-editor/Edit?token=nhZTxQnG1iTE8ia7EDdkB1K2FIglXJwwRw3sn5Go_7B_RSea2otJy0AzxZMfdZIpOLdomzv6YwNAcQ6Cvl_UCuzBIrQ&loadFrom=DocumentDeeplink&ts=15344.82
https://www.rev.com/tc-editor/Edit?token=vV9ahkDyTfuQP5fht0IJ8BCbhqc4-LVxoecGbdSgNAaNSZ9HaA4no9GR2yHiRnc4X0CAG28BDWn4njN8SupXct-OKlQ&loadFrom=DocumentDeeplink&ts=15352.23
https://www.rev.com/tc-editor/Edit?token=gTi9B8NdUpPmHSTW1UqavYdAxg0x_4mhi19ZJ3GB6BGuQAtKEvcWEVJ__woB-iPpCyVNx8dkCLuZW5LC1rCYmiHJzks&loadFrom=DocumentDeeplink&ts=15353.19
https://www.rev.com/tc-editor/Edit?token=OywbVeCz13qNmWEsxMaoPKS56k31aoZYU1NCoGOUbUliOW3etxJM4iCYKRNfQBhyl_O_Ad_GNh-O3Ht-MWVtloSl_uk&loadFrom=DocumentDeeplink&ts=15356.94
https://www.rev.com/tc-editor/Edit?token=NJ0HodW6uzVqmF-3HkZBeHuG5694eAeiiCR9FlUWRH0nt4rt6BeRpR61NbjxVn6GkXLmhHG7D5ABbHVTfTZtdO5jxBY&loadFrom=DocumentDeeplink&ts=15357.27
https://www.rev.com/tc-editor/Edit?token=Iy6surmOTDGOLrduD1waxaTetKDA6pFv6VlsIcsadds-2T2xLBasNj1B3kHZ5NHrOV4P1qWZS_yJI-A9L0plCGFsUoM&loadFrom=DocumentDeeplink&ts=15387.78
https://www.rev.com/tc-editor/Edit?token=oAngY76V5ZFgBiRfDfFSMfR4VLGCzBd11HerEFe_3OA3t29VGiV0GNRSfyFTBy5N8p1pC8L5UuWv-DnQHAkVg2CF5BY&loadFrom=DocumentDeeplink&ts=15387.87
https://www.rev.com/tc-editor/Edit?token=2kgrhgnffIGLvb4UpXBXCqUO0M7vylOFWlVCSdOXghIuqqQDSarZFsupXDfsJ_YEr7KMgaFZOjjMbOb7AOYINV8sb3U&loadFrom=DocumentDeeplink&ts=15398.61


MLD Externally-Led Patient-Focused Drug Development Meeting – October, 2022 

being a part of this and calling in from across the pond to be a part of this discussion today. This is 

really... Couldn't agree more. This is a global community and your par;cipa;on means a lot. I do see we 

have another phone caller I'd like to bring into the discussion, Cassie from Alabama who wants to share 

her daughter's treatment experiences. So, Cassie, we'd like to welcome you into the program. Are you 

with us? 

Cassie (04:17:33): 

Yes, sir. I'm here. 

James Valen*ne, JD, MHS (04:17:34): 

Hi, welcome. 

Cassie (04:17:36): 

Thank you for allowing me to call in. 

James Valen*ne, JD, MHS (04:17:39): 

Yes. 

Cassie (04:17:41): 

I know that y'all have already probably seen the video that Gary and Celia Grace did earlier. Because I'm 

Cassie Hamlet, of course, the mother of Celia Grace Hamlet, the first child treated for MLD in the United 

States. 

James Valen*ne, JD, MHS (04:17:55): 

Yes. 

Cassie (04:17:56): 

And I just wanted to, since I'm not able to be off with Gary today, to be able to watch all of the things 

that are going on today. So, that's why I took a moment to call in... 

James Valen*ne, JD, MHS (04:18:07): 

Great. 

Cassie (04:18:07): 

...to just say that how thankful we were to be able to get this gene therapy for our daughter. Of course, 

our situa;on is way different than most have experienced, but we were just thankful to be chosen to be 

the first ones. And of course, we didn't experience some of the things of the stories that I've been 

hearing today and that I've already heard. And of course, we've made some very close friends in our 

MLD community. 

James Valen*ne, JD, MHS (04:18:43): 

Yes. 

Cassie (04:18:44): 

And so, we know what can happen if this doesn't take place. So, I just think it's important to get this 

approved in the United States because, truthfully, a lot of fundraising was done for us. We were planning 

 Page  of  54 71

https://www.rev.com/tc-editor/Edit?token=aTSaFq85m4s7W04DhkM86MUrfx9qH-apYoJAeEWZvCGUCDnSAw247lM-dUDAc62Fqi0P8JfnR-e5Twb2zgsUxJw-bCY&loadFrom=DocumentDeeplink&ts=15453.21
https://www.rev.com/tc-editor/Edit?token=Pm3mBkN7dmMwn5k1cjng60DtxPcCFJdaJ0vuCq-0Xdn57_LEWuc2AgToHX_dVh9qU0xvF7srlxoPlBFEvuvLPR0_6r8&loadFrom=DocumentDeeplink&ts=15454.89
https://www.rev.com/tc-editor/Edit?token=FmpZycDPLapB3lrSzg2LMyfZ2UWAyMtyGuI0qegMuxS-ZbEvUUe-zsAw-4OEcSch4xIOB6Ptdi7DJd7h-1LHvPxFFko&loadFrom=DocumentDeeplink&ts=15456.84
https://www.rev.com/tc-editor/Edit?token=KnUItorNm7y309M0Ahy9oDw3Ub182lDn53tr8nDnxdJ4_d6TTrN_mFqsJAdDNxjaZ0dQRtGLptX35A7lBoafRMy0BX4&loadFrom=DocumentDeeplink&ts=15459.6
https://www.rev.com/tc-editor/Edit?token=eFukCOwSIibiknotYc55LzPWWtDK80RBC0rb0_EEJPnwleWt0J1rjArGoUVaGUvIy3rr2KJgDI14A822uRzFomOayC8&loadFrom=DocumentDeeplink&ts=15461.1
https://www.rev.com/tc-editor/Edit?token=KLv6R5zZgNQOs0bqLbRdzLUDAa-kafvoksz5LMFHrbHdEb79S59ze2PTCV7lAnv-un6vPteS8IZ-FRS11ERLAhrb110&loadFrom=DocumentDeeplink&ts=15475.98
https://www.rev.com/tc-editor/Edit?token=zNcMcW4raqOXQSJAGIklKgKH9U06jcda82ZdkUBUnuwLYqUAmeLKGYcYHv9Xqsg1zC-DsU_qIsPABnmMc89NfdlqzOc&loadFrom=DocumentDeeplink&ts=15476.07
https://www.rev.com/tc-editor/Edit?token=x2Xorz2DZy_eDySZ-dXqY0S7MWMUnr1Os8mdjRcdYoeU3hxy3ONMXJ6nuzbGldVpzijYPg98a8RRlr7y4qhHLUguQV4&loadFrom=DocumentDeeplink&ts=15487.2
https://www.rev.com/tc-editor/Edit?token=Ba_Jykn8dewf5hdkCWp4-Bx-DP3rd83_H2TTSny7WZcvfz2nRNYoBnfeBLaZ4EPvRUdFsqItbdo5g4gScIGX-qMh9ks&loadFrom=DocumentDeeplink&ts=15487.56
https://www.rev.com/tc-editor/Edit?token=ddq9mXC2EXUQe5x1Wc24oDLOVJbR1fj6bOrImXxlGbw5pg92FdQfYZTfgsUHIy--jEATIWsIzkH2NDp37FdmWYZ0jPE&loadFrom=DocumentDeeplink&ts=15523.44
https://www.rev.com/tc-editor/Edit?token=Qn7vA5UPvOMHf0Ijw2q_HspCaiP5FXruXCcjjn_yI9GquX3lm8SYNQmvUxiMPBZuPkvpe2IZJt-5OO7LBQmt9FBGRik&loadFrom=DocumentDeeplink&ts=15524.4


MLD Externally-Led Patient-Focused Drug Development Meeting – October, 2022 

to go to Milan, Italy. And even though all the fundraising was done around our community for us, sadly, 

we probably wouldn't have had enough money to go. 

James Valen*ne, JD, MHS (04:19:16): 

Right. 

Cassie (04:19:16): 

And I mean, we would have done everything we could do to have gohen there to get her the treatment 

but it could have took longer. And anyone that has a child with MLD knows that you don't have ;me. 

James Valen*ne, JD, MHS (04:19:30): 

Yes. 

Cassie (04:19:30): 

There's no ;me. You can't waste it. Thankfully that Celia Grace didn't have any symptoms and from the 

;me that we found out she had it was to treatment with 18 months. And even though that we didn't... It 

was just a long wai;ng game for us to get it done. And I was away from my family. Even though it was in 

Minnesota, we were thankful that it was closer to home. But I did well while me and her were away. But 

when I got home, back to normal, that's when everything kind of hit me that I wasn't doing well because 

it's kind of like everything really hit me when we got back home. So, I really think that if we would've 

been in Italy that far away from home, because I would've been there, just me and Celia Grace, because 

Gary couldn't have went with me and stayed the whole ;me. You hear families that move. Ours probably 

wouldn't have been able to do that, so. 

James Valen*ne, JD, MHS (04:20:36): 

Well, that's really important to hear, that the trade-offs that come, of course in Celia Grace's experience, 

with gene therapy being a really posi;ve one. But it is really important to know that there are these 

trade offs that come with therapies. And in this case, the difference between Minnesota and Milan being 

one that might have actually been really significant for you and your family. So, thank you so much for 

calling in and sharing about that, Cassie, and to your family for par;cipa;ng today. 

(04:21:15): 

I do want to take a moment to broaden the conversa;on. Of course, we're very happy to con;nue 

hearing about things that have been helpful, but we know that there's also treatment experiences with 

things that maybe haven't been as helpful. Or maybe, as we were just talking with Cassie, even when 

things have been helpful, maybe they come with some downside or trade-off, whether that's side effects 

or the burden of undergoing or keeping up with the treatment regimen. And so, to get us thinking about 

this expanded discussion around current treatments, we're going to go to a polling ques;on. 

(04:21:50): 

So, please pull out those phones, go to the tab in your web browser, go to www.pollEV.com/MLDPFDD, 

and we're going to ask you here to weigh in on maybe what are some of the biggest downsides of 

exis;ng treatments. So specifically, we are asking you what are those biggest drawbacks to your current 

approaches to treatment? And you can select up to three here. So, the op;ons are A, not very effec;ve 

at trea;ng the target symptom or symptoms, B, it treats some, but not all of the symptoms, C, the high 

cost or copay or that the treatment is not covered by insurance, D, the limited availability or accessibility 

of the treatment, E, the side effects of the treatment, F, the route of administra;on of the treatment, for 

example, whether it's something that's oral or administered some other way, G, it requires too much 
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effort and/or ;me commitment to keep up with the treatment, or H, some other big thing that you view 

as a biggest drawback of a current treatment approach that's not otherwise listed here in this ques;on. 

(04:23:04): 

And again, you can please select up to three of the things that you view as the biggest drawbacks for 

your treatments for MLD or your loved ones' treatments for MLD. So, we'll give a few more moments 

here to get responses in. It looks like some of the top biggest drawbacks being reported by our audience 

today include that the treatments that exist have limited availability or accessibility, followed by that 

they're not very effec;ve at trea;ng the target symptom or symptoms, or that there's high cost or copay 

and not covered by insurance. A]er that, maybe in the next ;er, we see that drawbacks include that they 

treat some but not all symptoms or that they come with side effects. Some other biggest drawbacks that 

are reported a lihle less but s;ll are in some number of people's top three biggest drawbacks include 

that route of admin- 

James Valen*ne, JD, MHS (04:24:03): 

Some number of people's top three biggest drawbacks include that route of administra;on and that it 

requires too much effort and or ;me commitment, as well as some other things that we didn't have 

listed. So as you're thinking about these and you made these selec;ons, we'd like to hear from you and 

invite you to call in or write in. You can scroll down on the webpage you're on and see that comment 

box. You can submit those comments and we'll be sharing some of those. But to get us kicked off here 

and thinking about this topic, I want to come back to our Zoom panel and this ;me start with you, Amy, 

as you're thinking about all of these treatment approaches, is there either something that maybe hasn't 

been as helpful or maybe something that has been helpful, but there's some important trade offs or 

downsides to share about that as well? 

Amy (04:24:52): 

Hi, my name is Amy. I live in Maryland with my three children. They are seven, eight, and nine. The seven 

year old and the nine year old both have MLD and they were diagnosed at the ages of three and five 

with early juvenile MLD. One of my sons has had a tradi;onal bone marrow transplant, the oldest son 

and my youngest son went to Milan and had gene therapy. So I kind of have had both experiences very 

close together. They were transplanted almost within two months of each other. What can I say about 

the therapies themselves and what the aspects that are hard about them or are beneficial? I would say 

with tradi;onal bone marrow transplant, Cache had men;oned this yesterday, there's no certainty given 

to you about the outcome. There's no, 'He'll walk beher again' or 'He will func;on more normally again.' 

They just can't tell you anything like that. And that actually goes for the gene therapy as well. They're 

both just two huge unknowns. 

James Valen*ne, JD, MHS (04:26:28): 

Yeah, I mean, that makes a lot of sense how that would be difficult to make those treatment decisions 

with that degree of uncertainty about what the outcomes will be. Can you maybe speak a lihle bit, Amy, 

to what your children's experiences have been thus far? What is it that you're kind of looking for and 

observing in terms of wan;ng to know or see a poten;al either improvement or stability? And what are 

your own lihle metrics for what you think would be those key things to see something moving on and 

then have you seen anything so far? 

Amy (04:27:15): 

For me personally, newborn screening I wish had occurred, obviously we all do, but it nine months to get 

him a diagnosis. This is my oldest son, the one who had tradi;onal bone marrow transplant, during that 
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nine months, the disease kept progressing in his limbs. So I would say newborn screening is probably the 

biggest thing that I wish could have. 

James Valen*ne, JD, MHS (04:27:50): 

Sure. And I presume that given the presenta;ons we've heard from our key opinion leaders, our 

scien;fic experts today, that there's the evidence and expecta;on that earlier treatment would lead to 

beher prognosis overall that could have led to our earlier treatment with both of these two therapies 

that you men;oned. Just, again any observa;ons thus far, now that you've been through both of these 

treatments, any trade offs that you've had to experience or take on and do you view them as worth it in 

order to had these treatments? 

Amy (04:28:39): 

110% worth it for both of my children. As hard as bone marrow transplant was compared to the gene 

therapy, 110% worth it. Both of my boys, the seven year old who was three when he had his gene 

therapy, he has absolutely no symptoms of MLD to this day. And then my other son who's nine and was 

five when he was diagnosed, he s;ll has some progression in his limbs, but it was there before and we're 

not seeing that increase in the four years since transplant. So I am speaking from a perspec;ve that is, 

both treatments I can speak highly of because my results were good with both treatments. 

James Valen*ne, JD, MHS (04:29:35): 

Well, thank you so much, Amy, for all of those insights. Patricia, we haven't had a chance to hear from 

you yet, so I want bring you in on this topic of maybe treatment experience where you haven't been able 

to no;ce or maybe you can tell that something hasn't worked or again, maybe whether or not something 

has worked. What have those downsides been and how would you evaluate that against the poten;al 

benefits of the treatment? 

Pat Lang (04:30:02): 

Yeah, my name is Pat Lang and I'm the mom of Madigan Lang who just passed away in May. She was 

diagnosed with late infan;le and she exceeded all expecta;ons and lived un;l she was 25. I am from 

Minnesota now, but I came here because no one else could iden;fy it. And it was a young doctor who 

did her residency in Minnesota. And when I was being a mom and upset because I couldn't get answers, 

she came to the rescue. She wasn't even our doctor, and she heard me and she came to the rescue and 

had seen it. We came here for bone marrow transplant. The first one didn't work, but we were fortunate 

that she had another donor that we could go do it, another one. But that second transplant, they had 

never done that yet, so they had to go back and look at her and had to make pa;ent-centered decisions 

about how much more chemo could she have, how much radia;on, all those kinds of things. So they 

kind of had to come up with a recipe to do the second bone marrow transplant. 

(04:31:24): 

She became wheelchair bound probably at five and later she was on a trach vent feeding tube shunt, had 

to have spinal fusion. But I almost hate to say those things just because we had a quality of life that even 

though she was totally dependent, we didn't let any of those things stop us. She couldn't feed herself, 

she couldn't do any of those things but there wasn't a concert that we didn't go to or there wasn't 

things, we just kept doing. And I truly believe that those posi;ve things that we did and the wonderful 

support team of doctors that went over and above and the different things, the different drugs and 

therapies that we tried are the reason that she lived to 25. 
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James Valen*ne, JD, MHS (04:32:17): 

So Pat, I'm really glad to hear about that quality of life. I'm kind of trying to maybe picture it and 

understand it a lihle bit beher. Hearing just how much support and lack of independence that she had 

on her own. I don't know, maybe if this is really the right way to ask it, but if there were some things that 

were more severe or there was more loss or regression, is there something that would've made it so 

those types of great quality of life ac;vi;es wouldn't have been possible? 

Pat Lang (04:32:55): 

Probably, but I'm prehy independent. I'm single mom. I worked full ;me and when I had nursing and 

people were shocked that we did some of the things we did, we were on a pontoon boat on one of the 

10,000 lakes here, and a doctor came by and he goes, 'What?' And my daughter, he looked at her face 

and saw her giggling and said, 'Nevermind.' 

James Valen*ne, JD, MHS (04:33:22): 

Were there any adapta;ons or adjustments you had to make these kind of ac;vi;es work? 

Pat Lang (04:33:29): 

Oh, yeah. 

James Valen*ne, JD, MHS (04:33:30): 

Can you give maybe an example or two of that? 

Pat Lang (04:33:32): 

Yeah. So I'm lucky that she was very lihle. So at 25, she weighed about 40, 43 pounds. And so because of 

that, I could handle, I could move her and do. We had to move her every hour because she was so ;ny 

and we worried about wounds, we had that. But we had the adapted van and we had a wheelchair. We 

had a wagon with all of our extra supplies. And it was amazing when people saw us and saw her lihle 

face with the vent and everything, how they said, 'Let us pull the wagon for you.' 'Let us do this', 'let us 

do that.' We had to add a ramp. We had to put systems because you couldn't sleep because of all the 

machines she was on. So we had speakers and things set up so that I could hear everything. When we 

had nurses, they were there to do all those things but I had to learn to do those things and I had to work 

and the financial devasta;on was unbelievable. 

James Valen*ne, JD, MHS (04:34:40): 

Sure. Well, thank you so much, Pat. This has been really helpful to hear par;cularly how you all were 

able to do these things. Obviously it looked a lihle different than how others would do it, but it was s;ll 

possible. I do have a couple of phone callers I want to get to, but Cache, I see that you want to add 

something here, so ask if you can briefly comment. 

Cache Christensen (04:35:06): 

I just want to circle back to the drawbacks of treatment and just cover three really quick. I'm Cache from 

Logan, Utah. One of the drawbacks is when you get a diagnosis for MLD, it's usually not just for one kid, 

it's for two or more. And I have two children that have it, Leah, who's 10, and then Hazel who's three. 

They both had different treatment op;ons. Leah opted for the tradi;onal bone marrow transplant 

because of her progression. Hazel was asymptoma;c, so she was able to go to Italy and have the gene 

therapy, which was a great opportunity. However, both of these treatments, they have a major life 

disrup;on. Here we are, almost a year out from bone marrow transplant for Leah, and we haven't 
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worked consistently for almost a year. My wife and I haven't been able to work consistently because they 

got treatment roughly the same ;me. My wife went to Italy, I stayed here and moved to Salt Lake City to 

be with my other daughter. She was being treated. That's a huge thing. 

(04:36:18): 

Also, the ;me that it takes to actually have the treatments start to be effec;ve. Bone marrow transplant, 

it was several months a]er the transplant before Leah was able to make enough of the enzyme to be 

able to start figh;ng back the MLD. And with gene therapy, it's even longer. And when you have MLD, 

which is a rapidly progressing disease every minute, every day, every week counts. It's the difference 

between being able to con;nue to walk and being in a wheelchair. 

(04:36:56): 

And another one that not many people talk about is where we are approaching a ;me in science where 

children are surviving this, they're living normal lives. Both of these treatments require chemotherapy 

and/or radia;on. And one of the side effects is that is the possibility of steriliza;on and that's a very 

likely possibility for every child. And it's amazing to be able to say that I'm going to survive this and be 

able to con;nue on with my life, but later on in life, when they get to that point, that can be a 

heartbreaking effect of these treatments. 

James Valen*ne, JD, MHS (04:37:41): 

No, absolutely. I appreciate you sharing all three of those things, Cache, so much. I do want to bring a 

couple of phone callers into the discussion. We have Linda from Minnesota who wants to talk about 

some of her son's treatment experiences. So Linda, I'd like to welcome you to the program. Are you with 

us? 

Linda (04:38:02): 

I am here. Thank you. 

James Valen*ne, JD, MHS (04:38:04): 

Yes, so we'd love to hear about your son's experiences. 

Linda (04:38:09): 

Our now 29 year old son, Evan was transplanted at, what was the implants at the ;me, almost 10 years 

ago, 2013. And he has a terrific quality of life physically. There's almost a thing he can't do. He can drive a 

golf ball, he can play goalie, he can skate out, he fishes, he can really physically do just about everything 

cogni;vely significantly impaired. And I just wanted to maybe piggyback off what Debbie was saying with 

her daughter about the amount of almost hand over hand direc;ons needed to get things accomplished. 

Whether it's showering, whether it's going to the garage and gemng a hammer, whether it's gemng 

dressed appropriately for the weather. But truly, I think the hard thing for some of us with olders, he was 

diagnosed at 15... No, he was diagnosed, I'm sorry, he was diagnosed at 19 and transplanted at age 20. 

And the hard thing for me, and I think for a lot of us with olders is I was going to hang up. It's like, listen, 

you got a kid who's out there fishing with his dad right now, your story isn't as heartbreaking. Sorry. 

James Valen*ne, JD, MHS (04:39:47): 

No, Linda, I- 
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Linda (04:39:51): 

It's just that I can't compare with the other stories yet it's our story and we live in that story and really 

want to [inaudible 04:40:02]- 

James Valen*ne, JD, MHS (04:40:00): 

And every story mahers Linda. 

Linda (04:40:04): 

Of course, but in this ;ght MLD world, we're well aware of many stories and we don't want to fight to be 

heard because we know how devasta;ng it is at other levels. But at the same ;me, we also don't want 

our children forgohen. And I'm not saying that that's what's happening, but our needs are less. But he's 

vulnerable. We have to keep an eye on him 24/7. We are... like Debbie was saying, the idea of some sort 

of geo tracking. 

(04:40:47): 

And a child that looks, Oh gosh, some of these kids are just gorgeous. They look normal. And because of 

that normalcy there's a vulnerability that goes along with it that makes the world kind of an unsafe place 

for them. And so our needs are different and we pray and we work towards treatments for all and just 

hoping that there's something in the mix that can make life... I'm one of those that click none of the 

therapies help. We did the PT, we did the OT, we did the speech therapy, we've done meds. There really 

isn't anything. This is just where we're at. And so to live it, to accept it but to s;ll advocate I think is 

where I'm at. 

James Valen*ne, JD, MHS (04:41:38): 

And I appreciate you doing it, Linda, and speaking up and being a part of this mee;ng today. I really want 

people like Evan's voices and experiences to be heard. Could you maybe tell us what would be your 

treatment goal for Evan? What would make a difference in his life? Can you maybe give some words to 

that? 

Linda (04:42:03): 

Well, I think a lot of us with olders, we deal with the isola;on for our children, just as probably all 

families do. Your life has changed. But when they're 20 something, there's a realiza;on of what was and 

what isn't anymore. And just last night, he said, as we're visi;ng with his cousin who's soon to be 

married, 'I need a girlfriend' or something like that. And to have a maher of fact conversa;on with them, 

not to fall apart while you're driving, recognizing that that probably, maybe isn't going to happen. But yet 

to always remain posi;ve and op;mis;c. But just knowing how isolated they are and how much more 

isolated they are becoming as opposed to things opening up for them because they do have a quality of 

life. They are out there in the community. So I guess that socializa;on piece, I think is the heartbreaking 

thing for us with olders that have... because of fabulous treatment and follow up care, have a quality of 

life. So you're never away from it, I guess is the hard part. 

James Valen*ne, JD, MHS (04:43:23): 

Well, I really, really appreciate this, Linda. Again, thank you so much for giving voice to Evan. I do have 

another phone caller, Mary from Kansas City, also the parent of a child, a daughter with adult MLD that 

wants to share some of their treatment experiences. So I would love to bring Mary into this conversa;on 

as well. So Mary, I'd like to welcome you to the program. Are you with us? 
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Mary (04:43:49): 

Hi. Thank you very much. I have to diho everything Linda said. It's hard when you're the parent of an 

adult and you know what, how difficult it is for all families of children with MLD. Chris was diagnosed at 

the age of 33, but actually her onset they feel was age 18. So for 15 years she was given mental health 

diagnosis and that's what we went with. When it was discovered through an MRI that she had possibly 

MLD, then she did have a bone marrow transplant, and that was eight and a half years ago. We're 

grateful for the transplant because it did stop the progression. Some of the physical things that she had, 

she no longer has. Her hand no longer tremors, her mouth no longer moves. 

(04:44:48): 

The first two years were very, very difficult because of having no enzyme and that enzyme building back 

up. So it's almost like a regression. However, a]er the first couple years, then things started gemng 

beher. And we really ahribute that to the fact that her donor had a high enzyme level, and was a strong 

match. 

(04:45:18): 

It s;ll was a difficult ;me, but cogni;vely is where Chris con;nues to have issues. We do know that she 

receives the informa;on, but she can't really get it out on her own. And so much of what she used to be 

able to do, she can no longer do. She's a mother. She has a son who's actually 20 now. And one of the 

things that is difficult is that he was 11 when his mother had a transplant. So he doesn't really remember 

his mom, what she was like before she was sick. He just remembers her now not being able to do things 

that other moms do. 

(04:46:08): 

So I think for us, the social, there is no social. She does work eight hours a week through a job program. 

So she does work eight hours a week, which is good, that is her social life as well too. But I keep thinking 

the enzyme replacement therapy that's out there, that's not available for adults, is there something that 

could help bridge that gap and a different type of therapy, a way that they could be diagnosed sooner 

than going through 15 years of mental health issues on medica;ons that she doesn't even need. She 

does take Adderall now, which does help her focus. She also takes 10 milligrams of Prozac, which keeps 

her mood stabilized. She's 100% self care except for things like she can't wash her hair, but she doesn't 

think that, 'Oh, I didn't take a shower yesterday. Should I take a shower today?' I mean, she has to be 

told, or we use a list of things to do if she... I think probably the biggest difficulty we face, if she were to 

go to cook herself an egg and she walks away, then that is out of sight, so- 

James Valen*ne, JD, MHS (04:47:34): 

Yeah, that's really helpful to- 

Mary (04:47:39): 

... egg burns [inaudible 04:47:40]. 

James Valen*ne, JD, MHS (04:47:40): 

Yeah. Well Mary- 

Mary (04:47:42): 

It is very difficult the first two years a]er transplant, but for us it was successful so far. In the back of our 

minds we do worry, is it going to con;nue to be successful? Will she ever regress? Is there enough 

informa;on out there to let us know that? 
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James Valen*ne, JD, MHS (04:48:03): 

Yeah and that's another recurring theme, the informa;on and knowing what outcomes will look like, 

longer term. But really I want to thank you for sharing Chris's experiences and helping understand both, 

where maybe she has been helped by bone marrow transplant, but also what her ongoing needs are. 

With the ;me we have le], I want to make sure that we cover a very important ques;on that we have 

for you. But before we do that, I do know that there's been a lot of wrihen comments that have been 

coming in both on treatments that have been helpful as well as maybe some treatment experiences with 

downsides. So Maria, I want to check in with you. What are we hearing from the wrihen comments? 

Maria Kefalas, Ph.D (04:48:47): 

Okay, James. So we have Stacy from Massachusehs who says, My child had a bone marrow transplant 

using umbilical cord stem cells that saved his brain. However, he con;nues to lose func;on with his 

peripheral nerves. Because of the peripheral nerve disease, brooks has a lot of pain and s;ffness in his 

extremi;es. 

(04:49:08): 

Jennifer from New Jersey, who has an early juvenile child who is treated with gene therapy says, my 

daughter ul;mately received gene therapy, but she was mildly symptoma;c. While wai;ng for gene 

therapy and during treatment, there was also some decline. She now requires adap;ve equipment, daily 

medica;ons and therapies. Despite this, we are beyond grateful that this disease has stopped 

progressing and that our daughter is s;ll with us. Most importantly, our daughter is grateful to be alive 

and is happy. 

(04:49:38): 

And then from Melanie in Canada, she writes that my daughter Noel had has LI-MLD. She just turned 

eight years old in September. She was currently a par;cipant in the Embolden Enzyme Replacement 

Therapy Clinical Trial here in Canada. We feel that her medica;ons manage her symptoms somewhat, 

but wish that her quality of life was beher and that she was less drowsy. Drowsiness is a big trade off 

that she experiences to control her pain and seizures. Our hopes for the future include reversing the 

damage to nerves and demyelina;on. Our kids are so resilient, so strong and courageous, and have 

endured the unimaginable. And we don't want research and drug development to forget about the kids 

that are living with significant ongoing neurodegenera;on. We s;ll have hope that they can live lives 

with significant improvement to their quality of life. 

(04:50:35): 

On the issues of treatment, failures and downsides, Francois from Texas, who has an early juvenile child 

who was treated with a transplant says bladder and bowel issues. My child, has been in pull-ups since 

transplant. He has accidents with bowels maybe four ;mes a month and has wet beds five to seven 

nights a month. He lacks execu;ve func;on and it's difficult as he needs help with everything as he 

forgets what steps are next like a toddler, which we've heard many people describe. 

(04:51:13): 

Jennifer again from New Jersey, who has a child who was treated with gene therapy says there are very 

unpredictable tone issues. Loss of speech is devasta;ng. The nerve damage also causes her to feel lost in 

space. She's taking Baclofen for tone, Gabapen;n for nerve pain, Sinemet for tremors, Cremalax for 

bowel issues, Bactrim as part of her transplant, Zyprexia sehles her at night. She has a G-tube as she 

cannot swallow fast enough to take the volume of medica;on by mouth. She's in OT, PT and speech 

therapies, several ;mes a week. We try to incorporate exercise to keep her from gemng s;ff. Our whole 

life is modified at this point. 

(04:51:56): 
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Meg in Dallas talks about her adult onset husband who was transplanted. She says we would make the 

decision to do the transplant again because there was no other treatment op;on available, but it's very 

dangerous and Michael now has gra] versus host disease for the rest of his life. 

(04:52:14): 

Shannon from Minnesota, who has an early juvenile child who was treated and has passed away from a 

BMT, says we were very op;mis;c about the stem cell transplant and the actual treatment was 

successful for my son, but he ul;mately died of gra] versus host disease. Although the BMT treatment 

was successful with ARSA, he was far too progressed in the peripheral nerves to be successful. We knew 

all the risks, but we just wanted to save our son. We did look into gene therapy in Milan, but Gavin was 

too far progressed for that op;on. 

(04:52:46): 

Jennifer from Alabama another early juvenile pa;ent who was treated with a transplant says Emma has 

passed and I don't know what I could have done differently. If we didn't seek a bone marrow transplant, 

we would be le] wondering if that path would've helped her. She went into sep;c shock that caused a 

lot of damage and felt like it made her MLD progress rapidly. Cause of death was ul;mately heart failure. 

(04:53:11): 

Ngeidtre from Cameroon says it's not easy for me with two children suffering from this disease in my 

house, under my roof with a monthly income of just $250 a month. So I think that we have a, really I 

think, expansive review of some of the symptoms, upsides and downsides of these treatment op;ons. 

James Valen*ne, JD, MHS (04:53:33): 

Yeah. Thank you for covering so many of those. We been gemng so many comments coming in and it's, I 

think really nicely complimen;ng some of the things that we're hearing and giving us some addi;onal 

experiences that we haven't heard yet on the phones or with our Zoom panel. 

(04:53:53): 

So I do want to move us to our final ques;on of the day, which is thinking about what it is that's 

important for you all, that you would like to see, short of a cure for MLD from a next future therapy or 

therapies. So we're going to go to a polling ques;on to help us get some of your input on this and to get 

us thinking about it. And again, you can access this final polling ques;on of the day by going to 

PollEV.com/MLDPFDD. So here we want to know, short of a complete cure, what would you look for in 

your ideal therapy for MLD? And you can select up to three answers here. The op;ons are A, increased 

communica;on, engagement and responsiveness. B, improved or retained voluntary movement. C, 

increased ability to walk or mobility. D, reduced spas;city and tone. E, reduced pain. F, improved ability 

to breathe independently. G, improved ea;ng, swallowing and mo;lity. H, slowing or stopping the 

disease progression, overall. I, longer lifespan, or J, something else that represents something you would 

look for in an ideal therapy for MLD that's short of a complete cure. 

(04:55:17): 

So as you're making these selec;ons, as we have throughout the day today, I want you to be thinking 

about what is driving your choice here. Can you help us understand, with whatever you picked, why you 

picked that. As responses con;nue to trickle in here, it's already looking like a couple of things are rising 

to the top as some of this community's top preferences for what represents an ideal future treatment 

that's short of a cure. Certainly it looks like the top one is slowing or stopping the disease progression. 

A]er that the next would be an increased communica;on, engagement and responsiveness. We've 

heard so much today about the impacts on communica;on and ability to interact with caregivers and 

family members. So I think that makes a lot of sense based off of the burdens we've heard about. And 

then beyond that, everything else has been selected as a top three for some number of people, we see 
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longer lifespan, increased ability to walk and mobility, improved and retained voluntary movement and 

reduced pain, all amongst some of the slightly more commonly selected op;ons. But really again, every 

single thing here is a top three treatment goal for our par;cipants today, again, short of that complete 

cure. So to get us started on this topic, I'd like to check in with our Zoom panel here. I'd like to ask each 

of you to weigh in on. 

James Valen*ne, JD, MHS (04:57:03): 

Here, I'd like to ask each of you to weigh in on this, so maybe we can start with you, Pat, thinking about 

what would represent a meaningful new treatment short of a cure for MLD. What would that look for for 

you? 

Pat Lang (04:57:18): 

I had a hard ;me with that one because I wanted to check them all. And limita;on of three was very, 

very difficult. I know that my daughter was cogni;vely there, but she lost the ability to talk, but she 

communicated with her eyes to our ques;ons. So we quickly learned how to do that. And I think one of 

the big things that we also need to do that wasn't listed there is to, with all these treatments and our 

children are living longer or with late treatments and children are living to adults, we need to get the 

adult primary care posi;ons up to speed in what these diseases are and what the treatments have been 

and what these families face. And so family engagement, family par;cipa;on, and educa;on of doctors 

that didn't see this disease as a pediatric disease or for adult onset. We just need to make sure that 

everybody is aware so that we can do the best we can to accomplish all of those things that were on that 

polling ques;on. 

James Valen*ne, JD, MHS (04:58:29): 

Absolutely. Thank you, Pat. Cache, how about you on thinking about what might represent an important 

or even ideal next treatment that's short of a cure, what stands out to you? 

Cache Christensen (04:58:43): 

Ideally, I'd like to see a treatment that would be able to deliver the enzyme more rapidly. I mean, even 

with our BMT for our oldest, it took over two months to get the diagnosis, to find a donor. Had there 

been something that she could be doing in the medium or in the interim while we were wai;ng for all 

that to come through, that could have saved some of her func;oning. Also, MLD is a rare disease, which 

means that we tend to not get as much ahen;on as other diseases that might be more prevalent 

throughout the world, but we do have similar outcomes to these more prevalent diseases. So I would 

love to see more collabora;on through research with these other diseases, the organiza;ons that are 

working on them so that we might benefit from their research as well. 

James Valen*ne, JD, MHS (04:59:42): 

Thank you, Cache, so much for that. Debbie, how about you? I know really hard to pick amongst the list. 

What did you pick and why? 

Debbie (04:59:52): 

So I definitely picked stopping or slowing the progression of disease. I find it frustra;ng that the late 

juvenile and adult onset pa;ents or people who have already started showing symptoms don't even 

have the op;on to try the gene therapy or the enzyme replacement therapy or poten;ally even the 

emerging op;ons. I feel like that part of the popula;on, the MLD popula;on, really doesn't have any 

choices other than the transplant op;on. And given that, I know we're not the only ones that have seen 

that if there's physical or emo;onal stress, there's a decline and then they can plateau. But if there's 
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physical or emo;onal stress, there's a decline. So a transplant is really a physically and emo;onally 

stressful procedure and it's just not something that we can take the risk of. My daughter has a daughter 

of her own. We can't put her through a transplant and poten;ally have her daughter lose her mom. 

James Valen*ne, JD, MHS (05:00:51): 

Yeah. Very well said, Debbie. Thank you. And Amy, of course, when I also ask you the same ques;on, 

what would you pick as a top priority for an ideal next future treatment? 

Amy (05:01:05): 

I'm the same as Debbie. I would say something that slows the progression and then inevitably increases 

lifespan. So short of a cure would be knowing that, at least knowing that the progression can be stopped 

and lifespan increased is what I pick. 

James Valen*ne, JD, MHS (05:01:28): 

Sure. And Amy, what would that look like? Do you have any par;cular symptoms or health effects in 

mind or is this really just a global slowing or stopping? 

Amy (05:01:43): 

Well, speaking just from personal experience and also from other stories that I've heard, the 

demyelina;on of the nerves in the peripherals is what we've experienced the most of and it leads and is 

leading to his inability to do things that he used to be able to do. 

James Valen*ne, JD, MHS (05:02:11): 

Absolutely. Well, I just want to thank our Zoom panel. You all have contributed so much throughout this 

discussion today. So wanted while I'm going to go to some phone callers here, just wanted to make sure 

that we recognized you for all of your contribu;ons. I'd now to go to Kelsey who's calling in from 

Colorado and wants to share some thoughts about treatments with her daughter with late infan;le. So 

Kelsey, I'd like to welcome you to the program. Are you with us? 

Kelsey Donnelly (05:02:46): 

Yes, I sure am. 

James Valen*ne, JD, MHS (05:02:48): 

Hi, welcome. 

Kelsey Donnelly (05:02:50): 

Hi. So I kind of want to touch on the last two. As you all know, I have Tegan, late infan;le. She did not 

qualify for any of the clinical trials or treatments. So essen;ally she is sustained with medica;ons and 

with that there are side effects. So when you look at it as a big picture, there's days where it's okay, we're 

controlling her seizures or her dystonic episodes. But now we are on a scary edge of suppressing her 

respiratory system and which already struggles daily being that she needs 24/7 oxygen support. So to 

piggyback that with this most recent poll ques;on, I would love to see things that slow down and stop 

the progression. But that really falls on having that newborn screening available for kids to qualify and 

get this treatment before any type of symptom arises, as any management medica;on that's available 

will without fail affect a different part of their body. 

James Valen*ne, JD, MHS (05:04:08): 
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Sure. And Kelsey, you men;oned some of the side effects and how that interplays with kind of breathing 

and pulmonary func;on. I would also assume, but don't want to, that any next future treatments you 

would want to avoid those types of side effects and interac;ons that kind of counter some of exactly 

what you're trying to manage day to day anyways. 

Kelsey Donnelly (05:04:41): 

Yes. Yeah, exactly. I mean, trying to find ways scien;fically. I've heard from these families on the panel 

with the chemotherapy, I mean, that's so incredibly hard on their bodies trying to find different ways to 

ahack MLD without essen;ally destroying other pieces of their body, their func;ons. 

James Valen*ne, JD, MHS (05:05:16): 

Right. Yeah. Well Kelsey, thank you so much for sharing that and weighing in on both of these important 

ques;ons, both downsides and trade offs of exis;ng treatments, but also really appreciate you adding 

and sharing some of your treatment goals. I want to bring one more caller into the discussion here. We 

have Jennifer from New Jersey who wants to talk about her daughter Jana and some of her treatment 

experiences and would love for her to also reflect on this ques;on of what would represent an ideal 

future treatment. So Jennifer, I'd like to welcome you to the program. Are you with us? 

Jennifer (05:05:56): 

Yes, I am. How are you today? 

James Valen*ne, JD, MHS (05:05:58): 

I am well thank you. Thank you for being on with us. 

Jennifer (05:06:02): 

No problem. Thank you for having me. And thank you for having this call. I think it's so important for 

families to hear each other. Yes. My daughter, Jana has early juvenile. We are eight months post-gene 

therapy. She received it through compassionate care use in Minnesota and every day we feel blessed. 

We feel blessed that we had an early diagnosis. We feel blessed that she was able to receive this and 

while she was mildly symptoma;c at the ;me of diagnosis, so some of the other callers who have had 

asymptoma;c children, their children don't have any symptoms right now, my daughter does. But the 

most important thing is she's happy and she started back to school last week. Therapies are progressing 

along. We're seeing some small improvements, but if I had to do it all over again, I would 150% do gene 

therapy again. I've definitely seen the benefits of it. 

James Valen*ne, JD, MHS (05:07:17): 

And can you maybe men;on, just because you said it, and I'm really interested, because I think this does 

feed into this topic of what represents meaningful therapy. You men;oned that there have been some 

small improvements. Can you just comment on what you've seen so far with Jana? 

Jennifer (05:07:35): 

Yeah, post-transplant my daughter was really not a safe eater, so she could only drink really thick liquids. 

She had some difficulty swallowing. So it was really just so] foods and very thick things. We've gone 

through food therapy so she can now eat anything that she wants. She's able to swallow liquids, she s;ll 

swallows slowly, but she can enjoy ea;ng now. We s;ll have a G-tube for supplemental nutri;on and just 

because she takes a large volume of medica;ons every day, that's just too much by mouth. We're going 

through serial cas;ng right now. We're hopeful that she will be able to, she'll always need a wheelchair, 
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but hopefully she'll be able to stand on her own or do some small steps for transfers. So, we've definitely 

seen some improvements there. 

James Valen*ne, JD, MHS (05:08:30): 

Yeah, that's so helpful. Jennifer, thank you so, so much for calling in and sharing your and Jana's 

treatment experiences and reflec;ng on some of these things that have been meaningful and helpful to 

her and therefore your family as well. I do want to check in with Maria because I know we've been 

gemng so many good comments throughout the day today. What are we seeing on this topic of what 

people are looking for from future treatments? 

Maria Kefalas, Ph.D (05:08:58): 

Yes. So Jamie from Washington, who has an adult MLD loved one says, I want treatment for symptoms to 

keep our standard of living. Stacy from Massachusehs says, we need a treatment that can improve or 

prevent disease progression in the peripheral nerves. Again, something we've been hearing a lot about. 

Yvonne from Georgia with an early juvenile child says, we need peripheral nerve treatments. Carey, an 

early infan;le mom from New Hampshire says any treatment where odds are greater or equivalent to 

natural progression of the disease. Again, speaking about the fear of losing a loved one. Tom from 

California asks, when and how can we get gene therapy to be approved for symptoma;c children? 

Crystal from Illinois asks, every child should have the right to try gene therapy. Gene;c tes;ng at birth 

should be mandatory across the globe. My daughter lived for eight years as a healthy girl un;l she 

started having difficulty in school and then led to difficulty walking. 

(05:10:01): 

We are watching our daughter slowly die. Our daughter is upset. Amelia does not understand why her 

legs used to work and now they do not. This is cruel and inhumane to watch our daughter go through 

this with no available medica;on. Our family and friends are devastated. And finally, George from Alaska, 

he says, with a juvenile onset child, "As a parent and primary caregiver, I just want to men;on risk. Our 

experience is that all symptom reduc;on therapies, OT, PT, AFOs, et cetera, or medica;ons that don't 

reduce the myelin degenera;ve processes may slow symptoms for a while, but they don't improve 

underlying disease processes. They give some comfort to the pa;ent for a ;me, but they don't provide 

hope. Where therapeu;c methods that arrest or reverse that degenera;ve process exist, hope exists. As 

a caregiver of a pa;ent with advanced MLD, our risk tolerance is extremely high. We would just like to 

share that our family would take big risks to treat the myelin erosion if there are solu;ons considered or 

developed for trial or implementa;on in the future in advanced cases." So thank you. Yeah, some 

amazing insights from our families. 

James Valen*ne, JD, MHS (05:11:18): 

Yes, incredible insights which have just been consistently coming in all day. And while we're at the point 

of the agenda where we now have to wrap up gemng your input, at least for today, it's just been so 

incredible to hear from all of you. And as your mee;ng moderator, we've been having these 

conversa;ons together, I just really want to commend this community for stepping up today. We've 

heard some really devasta;ng experiences across all of the MLD types and to hear just about these 

losses that are unpredictable and your loved ones becoming trapped in their own bodies and just having 

no relief from that over ;me if you haven't been able to access certain treatments, to really be so brave 

as you were to pull back this curtain and make it so real for all of us. This is exactly what we needed to 

hear to help the regulators at the FDA to help those trying to develop drugs and gene therapies and 

other approaches at all points in the pipeline. 

(05:12:51): 
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Everything that was shared today is exactly what we need to help advance those therapies in a 

meaningful way for all of you. So I heard your needs and I feel confident that decision makers have heard 

your needs as well. So again, just thank you so, so much. 

(05:13:08): 

At this point it's my pleasure to hand the mee;ng over to my friend and colleague Larry Bauer, who has 

the impossible task of trying to give some summary remarks. So much has been covered today and Larry 

is going to talk about some of the key themes and things that he heard throughout the day. While it is a 

nearly impossible task, Larry is a great person to do this. Larry spent 17 years at the NIH where he was a 

clinical research nurse and worked with pediatric popula;ons and rare disease popula;ons. He then 

went to FDA where he co-founded the Rare Diseases Program within the Center for Drugs and worked 

there for 10 years as a regulatory scien;st and now in private prac;ce has been a real partner and an 

integral part of planning this PFDD mee;ng. So without further ado, I'd like to hand it over to Larry to 

share those summary thoughts. 

Larry Bauer, RN, MA (05:14:09): 

Thank you so much, James. It's been an incredible day hearing everyone's stories. And like you said, I will 

try to give a very high level summary of the day and what we heard today. I will not be able to get into a 

lot of detail, but please trust that those details will be captured in the Voice of the Pa;ent Report that 

will be wrihen a]er this mee;ng and will become publicly available. So this morning our mee;ng was 

started out by Dean Suhr, who's the co-founder and President of the MLD Founda;on. His talk was 

followed with the presenta;on from Dr. Sairah Thommi from the FDA's Office of Tissues in Advanced 

Therapies in CBER. Dr. Thommi shared that PFDD mee;ngs provide insight into the FDA to learn from the 

experts, the caregivers and people living with MLD, and it helps facilitate treatment development, design 

clinical trials, and review new drugs for MLD. She also discussed that rare disease drug development is a 

priority for the FDA. 

(05:15:11): 

This was followed by a clinical overview, which was presented by Dr. Laura Adang from the Children's 

Hospital of Philadelphia. She shared with us that MLD's a neurological disease causing demyelina;on in 

the CNS and affects mul;ple body systems. They're four types. The late infan;le is diagnosed before age 

two and a half. There's early juvenile, late juvenile and an adult onset. The late infan;le has early motor 

symptoms and tends to progress rapidly and there's more of a variable progression in the late juvenile 

and adult. There are rapid changes once ambula;on is lost and it's a relentlessly progressive disease and 

unfortunately diagnosis is o]en delayed. 

(05:15:59): 

We heard then from a panel of people, of people impacted by MLD. The first person we heard from was 

George, who's the dad of 11 year old Ronan. Ronan was once very ac;ve and progressed swi]ly and 

went from first symptoms to fully caregiver dependence in just a year. They live in Alaska, which causes 

addi;onal challenges. And currently Ronan has no voluntary motor func;on and he's completely 

dependent, is blind and has neuropathy and seizures. He shared that Ronan was sad as he saw his 

abili;es begin to fade. 

(05:16:33): 

Next we heard from Michelle, who's the mom of six year old Willow. She also lost her abili;es within just 

a year. She said poor swallowing is the scariest symptom due to choking, but loss of speech has been the 

most heartbreaking because Willow used to love to sing. She experiences neuro pain and they think she 

experiences loneliness and insecurity. She's missed out on all the ac;vi;es of a healthy developing child. 

(05:16:59): 
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Next we heard from Mahhew and Lauren who are parents of Lowie, who passed away from MLD at the 

age of three and a half years, which was just 13 months a]er diagnosis. She developed feeding issues, 

breathing issues, pain and discomfort, and lost all motor func;on. Her stomach and GI issues became 

severe and she had strong reac;ons to tube feedings. They said that holding her in their arms for hours 

was the main way that they could help calm and comfort her. 

(05:17:29): 

Corrine shared the story of her son Trent, who passed from MLD at age 19. His symptoms started at age 

eight. They decided against a bone marrow transplant. And then between the ages of 10 and 15, he lost 

bladder and bowel control, the ability to walk, talk, eat, and communicate. He eventually lost the ability 

to even laugh or smile, and Trent eventually developed a respiratory infec;on which led to his death. 

(05:17:56): 

And then the final panelist this morning was Heather, who's 35. Heather herself has adult onset MLD and 

four of her six siblings in her family have had MLD, and her brother Daniel died at age 27. Her brother 

Joel is 42 and has progressed to losing his ability to communicate and take care of himself. And she says 

he's just a shell of himself. Heather herself is losing focus and struggles with concentra;on, and 

experiences, depression and anxiety as the disease progresses. She says MLD affects everything she does 

in her en;re life. So all morning we heard that MLD rapidly robs people of mobility, speech, the ability to 

care for themselves. Symptoms can include pain, spas;city, and dystonia, gallbladder abnormali;es, 

depression, anxiety, and many families have mul;ple affected family members, which just complicates 

this scene all the more. And we also heard that MLD is slow to be diagnosed and has some relentless 

progression from onset, which is a great concern for the future. 

(05:19:02): 

A]er our lunch break, we heard a treatment overview from Dr. Adeline Vanderver from the Children's 

Hospital of Philadelphia. She's talked about the MLD treatment landscape including human stem cell 

transplant, which has had variable results, gene therapy and enzyme replacement therapy. The gene 

therapy is approved in the European Medicines Agency and expanded access only in the United States, 

but that there's a real need for disease modifying therapies and we also need treatment op;ons across 

the spectrum of disease. So at every stage, even a]er people are symptoma;c. 

(05:19:37): 

Our panel in the a]ernoon, we heard from Kendra, who's mom Te Kira and Olivia. Olivia is four years old 

and is currently enrolled in hospice. Kira had received gene therapy in Italy. Olivia gets PT, music therapy 

and uses Baclofen for spas;city, sulfatrim, clonidine, and melatonin. Kira is advancing in her skills and 

ahending preschool and it's been extremely frustra;ng to have such different outcomes for their two 

daughters. 

(05:20:08): 

Sonal is mom to six year old Radha. Radha gets enzyme replacement therapy in a clinical trial and she 

can now cue with her voice. Her sleep's improved. Motor skills have improved and cogni;on is improved. 

And although she'll likely never walk or feed herself, the changes seen have been life-changing. 

(05:20:27): 

Victoria is mom to Adeline, age six, and Oliver, age two. Adeline has chronic respiratory failure and is 

completely dependent on care. Oliver was eligible for gene therapy, which he had in Italy. And a]er one 

year post-gene therapy, he's gemng stronger and has started to stand up. He has some delays, but he 

has not regressed. 

(05:20:48): 
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Gary is dad to five year old Celia Grace. She was found to have a mass in her gallbladder associated with 

MLD. But in 2020, Celia Grace became the first MLD pa;ent to get gene therapy in the United States. 

Most of the side effects she experienced, hair loss, fa;gue, and some sores in her mouth were from the 

chemotherapy associated with the gene therapy. And he says she's now a normal five-year-old. 

(05:21:13): 

And finally we heard from Amy, who's mom to Giovanni and Liviana with late juvenile MLD. Liviana by 

age three regressed quickly and was not eligible for gene therapy. And sadly, Liviana passed away from 

MLD at age five and a half. Giovanni was the second person to receive gene therapy in Italy in 2011. And 

now at age 12, Giovanni has never shown any symptoms of MLD and he gave an excellent presenta;on 

on behalf of himself. 

(05:21:42): 

So we've heard about the tremendous unmet medical need in the MLD community. Each of the major 

symptoms including impaired mobility, cogni;ve decline, seizures, pain, GI issues, and especially 

communica;on issues can have incredible quality of life impacts. And the treatments are mostly 

pallia;ve, including things like PT, OT, speech therapy, ortho;cs, and there are currently no FDA 

approved treatments for MLD. But treatments are being developed and currently have variable results, 

and gene therapy is in experimental stages. And once again with gene therapy, the results have been 

varied. So now to close the mee;ng, I'd like to turn it over back to Maria in the studios. Thank you. 

Maria Kefalas, Ph.D (05:22:27): 

Thank you for that summary, Larry. There was so much to cover and that was a thorough overview. Today 

has been a powerful day. Thank you to the FDA for allowing us to hold this mee;ng. We appreciate FDA 

staff carving ;me out of their busy schedules to listen. Many thanks to our FDA liaisons, Shannon 

Sparklin and Karen Jackler for helping us plan this mee;ng. Thank you to Dr. Sairah Thommi for your 

overview on the significance of pa;ent focused drug development mee;ngs to the staff at the FDA. And 

thank you to Dr. Laura Adang for the MLD Clinical Overview and to Dr. Adeline Vanderver for her review 

of treatments. I'd also like to acknowledge the members of our organizing commihee, Erica Barnes, Dean 

and Teryn Suhr and Bob Rouner. And a special thanks to Cure MLD's Melanie Rumble. And our team 

couldn't have done this without the expert support and modera;on from James Valen;ne and Larry 

Bower, as well as the produc;on team here at Dudley Digital Works. 

(05:23:32): 

Most importantly, I must thank the MLD families who have shown incredible vulnerability and courage in 

sharing their stories together today. To recount the most trauma;c thing that has ever happened to you 

and do it repeatedly is a gi] to the scien;sts, doctors, researchers, and FDA reviewers. 

(05:23:51): 

10 years ago when my daughter Cal was diagnosed, I had no idea how I would survive watching my 

daughter lose everything. She could no longer sit up on that 4th of July weekend at the beach. The final 

word she uhered was daddy in August of 2012. She took her last steps in the atrium at the Children's 

Hospital of Philadelphia when she saw one of the therapy dogs that same summer. I cannot remember 

her first steps and first words as clearly as the moments when she lost those things. I would've cut off my 

arm for my daughter to hug and kiss me one more ;me before she died. As I sank into a suicidal despair, 

the only thing that got me out of bed was holding onto the idea that the children who came a]er Cal 

would not suffer as she did. 

(05:24:43): 

We lost Cal earlier this year in March. Over her 10 years living with MLD, she had over 1,720 confirmed 

provider contacts. Please take a moment to ponder what that number says about the emo;onal, 
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physical, and financial toll of caring for a child with MLD. And yet, the MLD community con;nues to have 

hope. Our families have taught me that miracles do not happen because we wish for them or pray for 

them, or even because we deserve them. They must be earned through sacrifice and hard work. And I 

believe our families have suffered and sacrificed enough. We have earned our miracle. This mee;ng 

today is dedicated to my beau;ful Cal and all the others we have lost. 

(05:25:32): 

In the coming months, we'll compile all of the informa;on you heard today in the Voice Of The Pa;ent 

Report, which will be publicly available on the organizing commihee member's websites. Today's 

program will be available for on-demand viewing right a]er we conclude on mldpfdd.org. And in the 

coming weeks on each of our organizing commihee member's websites. The comment form will be open 

for 30 days a]er the PFDD. So please consider submimng addi;onal comments so they can be 

incorporated into the Voice of the Pa;ent Report. 

(05:26:08): 

We also hope that everyone here today will ahend our follow up scien;fic mee;ng on November 18th 

from 11:00 AM to 1:00 PM Eastern Standard Time. The mee;ng is called, Integra;on of the Pa;ent 

Perspec;ve into Therapy Development for MLD. MLD clinical experts will take a deep dive into issues 

iden;fied by families in today's mee;ng. We want to understand how to design beher clinical trials for 

MLD. You can pre-register for free at mldpfdd.org. Our hearlelt thanks for everyone who ahended today 

and to my fellow MLD families, please know that your voices are tremendously important and the 

impact of your par;cipa;on today cannot be overstated. Thank you for being here. 
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