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Outline • Review of the clinical outcomes in ASMD 
patients taking olipudase alfa

• Highlight the importance of the patient voice 
and patient reported comes

• Review the qualitative and quantitative data 
from pediatric patients and families taking 
olipudase alfa





ASCEND-Peds
patient
recruitment



G.A. Diaz et al.
1547













What can NNPDF/ 
NPUK/INPDR do 
to amplify the 
patient voice in 
relation to 
experience with 
olipudase alfa?

• Regulators wish to understand the burden of 
disease, burden of therapy, benefits of 
therapy, risks, and tolerance of risk

• While we are fortunate to have multiple 
publications that outline the experience of the 
disease, our community lacks data on the impact 
that olipudase has on patient experience



“The Impacts of 
olipudase alfa 
on Paediatric
Patients with 
ASMD and their 
Families”

• Collaboration of NNPDF, NPUK and INDPR

• Utilizing the strength of national patient 
organizations and our own registry

• Engaged with a professional third-party 
research organization (Rare Disease 
Research Partners) to reduce bias and 
maintain scientific rigor

















Patient reporting neurologic 
symptoms of ASMD



Olipudase initiation 
and duration of 
exposure

• Children started receiving 
olipudase at a median age of 3.5 
years

• mean 5.0 ±3.8, range 1.5–14.0, n=10 

• All patients were still on olipudase
at the time of the survey

• mean 4.6 ±1.5, range 1.3–6.1. n=10



Olipudase exposure 
and impact on pain 

BONE 
PAIN

ABDOMINAL 
PAIN



Qualitative 
reporting in 
addition to 
quantitative 
data



Hepatomegaly 
and splenomegaly



Nausea
and vomiting





Overall impact 
on “abdominal 
problems”



Shortness of breath



Bleeding 
and bruising



Fatigue



Growth Delay





Infections





School
attendance

"Before the treatment, she was always very tired when she came home from school, and that is not the case anymore. In the 
mornings she had difficulties getting up, and she was still very tired, and it was a struggle to get her to school. If we walked
to school, it was really a struggle, and that is not the case anymore. Now she's really an early bird, she's awake very early, 
and it's not a problem for her to handle these long schooldays anymore.[ ... ] she is really full of energy now. It's amazing.
She's very active and she likes to do sports.“
Interview, started treatment at 4 years of age, 3 years and 6 months on treatment



Physical activity/
participation in sports





ASMD impact
on mental health

• 60% of parents reported ASMD 
impacted their child’s mental health



Mental health changes 
before and after 
starting olipudase:



Observations



Impact of 
ASMD on 
family/caregivers





Impact of 
olipudase
on caregiver’s 
health





Caregiver’s concerns
about their child’s future



Impact on mental health
of caregivers



Cognition

BASELINE AFTER OLIPUDASE THERAPY



Unmet need





Clinical trial participation



Caregiver modifications 
of employment

Figure 34.
Change in the 
parent/caregiver 
ability to attend 
education/work 
since the child 
started treatment 
with olipudase alfa 
(n=10).



Level of
satisfaction
with olipudase



Perceived disease progression 
since starting olipudase alfa









Retrospective
Case Series

• Negatives -
• Recall bias 
• Confounders

• Positives -
• Useful in rare diseases
• Useful when study time is extended
• Useful when it takes an extended 

period of time to reach an outcome



Strengthening the Natural History evidence base

• Building on the natural history 
cohorts collected by Wasserstein 
et al

• Contributing to the newly 
developed patient-reported 
database in the International 
Niemann-Pick Disease Registry 
(INPDR)

• To create robust resource 
reporting the longitudinal patient-
reported experience of ASMD

• To support further development 
and validation of patient-reported 
outcome and experience 
measures in ASMD



Take Home Points

• ASMD is a systemic disease with a 
wide array manifestations that 
significantly impact quality of life

• Olipudase alfa was associated with 
improvements in all non-neurologic 
manifestations

• The emotional and mental health 
impacts of ASMD on both patients 
and family is significant, and 
olipudase mitigated those impacts 
in a meaningful way

• Participation in a clinical trial impacted 
patients and families but this burden 
was felt to be outweighed by the 
perceived benefits

• Despite the benefits of olipudase, there 
is an unmet need to treat the neurologic 
manifestations of the disease

• Families feel all patients with ASMD 
need access to olipudase based on the 
life-changing experience they have 
perceived



Thank You • We appreciate all patients and families 
who participate in clinical trials.  As 
leaders in the Niemann Pick space, we 
recognize the sacrifices you make 
every day and the impact this has on 
you and your families.  

• We also appreciate you taking the time 
to bravely share your experience and 
your stories in this clinical trial.



Resources • Diaz, G., et al. One-year results of a clinical 
trial of olipudase alfa enzyme replacement 
therapy in pediatric patients with acid 
sphingomyelinase deficiency. Genetics in 
Medicine. (2021) 23:1543-1550

• Wasserstein, M., et al. A randomized, 
placebo-controlled clinical trial evaluating 
olipudase alfa enzyme replacement therapy 
for chronic acid sphingomyelinase 
deficiency(ASMD) in adults: One-year results. 
Genetics in Medicine. 2022. doi: 
https://doi.org/10.1016/j.gim.2022.03.021 
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