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Background

» A need exists for real-world patient reported outcome (PRO) data for Niemann-Pick disease type C (NPC) to understand the impact
of treatment in the real-world setting’

« Levacetylleucine was approved by the United States Food and Drug Administration (US FDA) and European Commission for the
treatment of neurological manifestations of NPC in adults and pediatric patients?3

« The Functional Independence Measure for Children (WeeFIM®[1]) is one of the most respected pediatric outcomes management
tools in the market*

« Developed from the World Health Organization (WHO) bio-psycho-social model, the WeeFIM® is a validated tool assessing
functional independence in children

« For this analysis, the WeeFIM® assessment was adapted for adult participants and administered to people in the United States living
with NPC receiving levacetylleucine

« The WeeFIM® has conceptual validity across age groups as it assesses core functional domains that are age-agnostic®
 Utilizing a validated, well-recognized assessment provides standardized real-world insight into the treatment journey

_Methods

 People with NPC in the United States that were prescribed levacetylleucine received treatment 2-3 times daily based on
weight-tiered dosing

« The 18-item questionnaire is administered telephonically or digitally to the caregiver or participant assessing self-care, mobility, and
cognition on a 7-level ordinal scale: "Complete Dependence" (1-2), "Modified Dependence” (3-5), or "Independence" (6-7) (Figure 1)

» Baseline surveys were administered to people with NPC or caregivers at Week 0 upon initiation of levacetylleucine treatment and
with follow-up assessments conducted at a mean duration of 25.2 weeks post-treatment initiation of levacetylleucine

« Total WeeFIM® scores range from 18 to 126, with a higher score indicating more independence, and a lower score indicating more
dependence

Figure 1. Overview of the WeeFIM® Instrument: Domains & Rating Scale
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Figure 2. Example WeeFIM Items
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0 Do you/the patient need help to eat?

Do you/the patient need help to
perform grooming tasks?

Do you/the patient need help to
perform toileting tasks?

Do you/the patient need help to

\ perform upper body dressing tasks.?/

Do you/the patient need help to
transfer to and from a regular chair?

Do you/the patient need help to
transfer onto and off a standard
toilet?

Do you/the patient need help to go
up and down 12-14 stairs?

a Do you/the patient need help to walk
k 150 feet? /

\_

Do you/the patient need help to

understand everyday conversation?

Do you/the patient need help to
recognize and solve everyday
problems?

Do you/the patient need help to

recognize familiar people, remember

everyday routines, and execute
requests without reminders?

_/

« Among 35 participants with NPC (aged 5 to 68) who
completed both, baseline and follow-up assessments, 54%
were female and 46% were male

 There were 49% (n=17) adult (aged = 18 years), and 51%
(n=18) pediatric (aged <18 years) participants

« Total scores for the assessment were calculated by adding
up all domain scores (Self-Care, Mobility, and Cognition) for
each assessed individual for baseline assessment and all
subsequent assessments

* Following the initiation of levacetylleucine, 74.3% (n=26)
showed either functional stability or improvement, with 48.6%
(n=17) demonstrating total functional improvement over
approximately 27.2 weeks of levacetylleucine treatment
(Figure 3)

« Data analysis indicated improvement or stability across one
or more functional domains in all individuals

« Adverse events were monitored and reported

_Conclusion (N

* Notably, approximately fifty percent (17 of
35) of participants with NPC demonstrated
real world symptom improvement of
functioning with levacetylleucine, observed
both in aggregate and in at least one domain

« A further 25% of participants (9 of 35)
reported disease stabilization

* These findings are compelling and
consistent with previously reported
evidence demonstrating disease
stabilization or improvement in participants
with NPC
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Figure 3. Change in WeeFIM Scores Following
Treatment with Levacetylleucine
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* No change in score from » Defined as a change of 1
baseline or a minor variation point on the scale
not resulting in a level » Reflects improved

change is considered stable
 Indicates disease control
without progression

independence or reduced
assistance
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