Supportive Management
Bleeding
Most affected patients have thrombocytopenia
When bleeding is life threatening, transfusion of blood products is indicated
While partial splenectomy may be considered for patients with severe
hypersplenism, total splenectomy should be avoided because removal of
the spleen exacerbates the pulmonary disease

Pulmonary disease
Patients with symptomatic pulmonary disease may
require supplemental oxygen
Other measures to treat interstitial lung disease, such as steroids, have not
been well studied
Several individuals have undergone bronchopulmonary lavage with
variable results

Hyperlipidemia
Adults with hyperlipidemia should be treated to bring the
serum concentration of total cholesterol into the normal range

Growth retardation
Dietary assessment is indicated in all cases to assure
that calorie intake is adequate for growth

Disease-Modifying
Therapy for Chronic Visceral ASMD
Options are considered case-by-case. Outcomes of
some of these procedures have not been fully described.

• Hematopoietic stem cell transplantation
• Bone marrow transplantation
• Liver transplantation
• Amniotic cell transplantation

ERT for Chronic Visceral ASMD
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ASMD: acid sphingomyelinase deficiency; ERT: enzyme replacement
therapy; LSD: lysosomal storage disorder.
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ERT in Clinical Trials
for Non-Neuronopathic ASMD
Cumulative 6.5 years of treatment with olipudase alfa

Patients
• 5 adults with confirmed
non-neuronopathic ASMD
• 1 site in US and 1 in UK

Entry Criteria for
Open-label Phase 1b
Primary Analysis

Open-label
Phase 1b Trial

Phase 2
Long-term Study

• 6-month primary analysis
(NCT01722526) was a
dose-escalation study

All patients transitioned
to the phase 2 long-term
study (NCT02004704)

• Primary endpoint: safety

Dosing of Olipudase Alfa
• DLCO between 20%
and 80% of predicted
normal value
• Spleen volume ≥6 MN
• Platelet count
≥60 x 109/L

• All 5 patients successfully dose escalated to 3 mg/kg
— 4 patients have maintained this dose
— 1 patient (#2) had a dose reduction to 1 mg/kg at 1.5 years
due to AEs but resumed 3 mg/kg at 5 years and has
remained at this dose

AE: adverse event; DLCO: diffusing capacity of carbon monoxide; MN: multiples of normal.

Sustained and continued improvements were seen in
pulmonary function, hepatosplenomegaly, dyslipidemia, and
disease biomarkers in 5 adults with chronic visceral ASMD
after 6.5 years of olipudase alfa ERT.
Safety summary revealed 99% of AEs were mild.

ASCEND Ongoing Clinical Trial
36
ADULTS WITH ASMD

Major inclusion criteria

• ASMD type B diagnosis
• Aged ≥18 years
• Pulmonary DL
CO

≤70% of the predicted
normal value

• Spleen volume ≥6 MN
• Splenomegaly-related
score ≥5
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