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● Rare genetic disorder characterized by deficient activity of 

lysosomal enzyme, acid sphingomyelinase

● Sphingomyelin accumulation in cells leads to progressive disease 

manifestations

Olipudase Alfa
● A recombinant human acid sphingomyelinase (rhASM) approved 

for treatment of non-central nervous system manifestations of 

ASMD in pediatric and adult patients

● U.S. Food and Drug Administration requested additional data on 

olipudase alfa in ASMD patients < 2 years of age 

Challenges in ASMD Study Design
● Low incidence is a barrier to studying subpopulations within 

pivotal clinical studies, particularly children diagnosed very early 

in life and needing treatment 

● Enrollment and follow-up of patients with ultra-rare diseases 

present significant challenges

● Need to balance demands of study visits/sufficient data collection 

with minimizing burden on patients and caregivers
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Interstitial lung disease

>80% of 

patients

Hepatomegaly

>70% of 

patients

Splenomegaly

>90% of 

patients

>70% of 

patients

DyslipidemiaMusculoskeletal symptoms

>75% of 

patients

Thrombocytopenia

>50% of 

patients

Common ASMD Disease Manifestations1-3

Multicenter, Open Label, Observational Study of Olipudase Alfa Treatment 

in Young Children with ASMD

3 to 10 children 

<2 years old with ASMD 

in the United States 1-3 years

Follow-upRecruitment | Enrollment | Data CollectionPopulation

Total study duration: 5 years

Currently enrolling in the United States (ClinicalTrials.gov: NCT06192576)

STUDY DESIGN

DECENTRALIZED RECRUITMENT

HYBRID ENROLLMENT

ELIGIBILITY CRITERIA

Exclusion Criteria

● Investigational drug within 30 days 

or 5 drug half-lives before study 

enrollment

● Determined by the Investigator to be 

unsuitable for participation due to medical 

or clinical conditions or potential risk of 

noncompliance with study procedures

● Immediate family member of employees 

of the study site or other individuals 

directly involved in study conduct

*The USPI for olipudase alfa specifies this minimum weight for infants receiving olipudase alfa.

Inclusion Criteria

● ASMD type A/B or B and <2 years 

of age at time of treatment initiation 

or ASMD type A without age restriction

● Weight ≥ 2 kg*

● ASMD diagnosis determined in peripheral 

leukocytes, cultured fibroblasts, or lymphocytes 

and/or by genotype determination

● Signed informed consent by participant’s 

parent(s)/legal guardian(s)

● Eligible to start olipudase alfa enzyme 

replacement therapy or has received the first 

dose of olipudase alfa (and no more), and has 

retrievable clinical, laboratory, and anti-drug 

antibody data.

Acid Sphingomyelinase Deficiency (ASMD)

Decentralized/hybrid process facilitated by 

investigators and through Pulse healthie 2.0 

platform after diagnosis of ASMD and consultation 

with investigator

DATA COLLECTION

Data

Timepoints

At every infusion of olipudase alfa (every 2 

weeks) during dose escalation phase

Every 3 months during dose escalation 

phase (up to 24 months) and at 36 months

● Demographics

● Confirmation of ASMD diagnosis 

● Medical history

● Prior and concomitant medications

● Weight, height/length, vital signs

● Physical examination

● Olipudase alfa infusion information

● Adverse events

● Labs (hematology, chemistry, liver function)

● Anti-drug antibodies 

At clinical hub site with 
ASMD specialists who 
have olipudase alfa 
experience

Through their local 
treating physician's 
office

On the Pulse platform 
(data collection website 
for this study)

Ways Patients Can Enroll in the Study3

Site-based enrollment Online enrollment

STUDY OBJECTIVES

Primary Objective
Characterize long-term safety and immunogenicity 

of olipudase alfa in real-world clinical practice in the 

United States for pediatric patients with ASMD <2 

years of age at time of treatment initiation, and 

patients with ASMD type A without age restriction

Secondary Objective
Evaluate the relationship between 

anti-olipudase alfa antibodies and 

safety

Caregiver learns about 

study from:

• Treating physician

• Patient Advocacy Group

Patient not 

eligible for study

Patient 

eligible 

for study

Sanofi informed 

by treating 

physician of a new 

ASMD diagnosis 

Caregiver signs 

e-consent, and 

participant is enrolled

Caregiver does 

not consent

Pulse study team 

reviews informed 

consent with 

caregiver by phone

Potential 

study patient 

diagnosed 

with ASMD

Caregiver is directed to 

study Welcome page and 

confirms diagnosis, 

completes registration, and 

provides contact information 

for caregiver and treating 

physician

Pulse study team 

contacts 

caregiver and 

treating physician 

to assess eligibility 

and provide 

information

Paper CRFs and AE 

reporting documents 

are provided to local 

treating physician 

Treating physician 

uploads medical 

records and paper 

CRFs to secure Pulse 

platform

Pulse platform 

sends email to 

caregiver to log in 

and access 

eConsent

Triggers email to 

Pulse decentralized 

site study staff

Sanofi Medical 

provides olipudase 

alfa dose escalation 

training, informs 

about study

Pulse healthie 2.0 platform

Hybrid Enrollment Process

Clinical Hub Local Treating Physician Patient Caregiver

Physicians with olipudase alfa 

experience at clinical hub site 

available to provide clinical support

• Identify patients newly 

diagnosed in clinic

• Confirm diagnosis and 

eligibility

• Complete site IRB-

approved informed 

consent* 

• Enter clinical data

Refer patients 

already enrolled 

in study

*if different than eConsent on Pulse Platform

• May be informed of study by 

Patient Advocacy Group

• Complete eConsent with Pulse 

study staff

• Provide contact information on 

treating physician 

• Access ASMD education/study 

support materials

Pulse healthie 2.0 platform

Decentralized Recruitment Process

Emulate usual care as 

closely as possible 

(including home infusion) 

Establish sites with prior 

experience in olipudase 

alfa treatment

Additional treating sites (i.e., 

local investigators) considered 

to facilitate enrollment

Single collection platform: 
● Eligibility ● Enrollment

● Clinical & laboratory data

● Educational materials about 

ASMD & olipudase alfa

Advantages 

● More efficient than opening multiple study sites 

and waiting for new incident diagnoses or referrals

● Faster enrollment

● No need to transfer care to a clinical research site 

● Convenience of receiving care at a local facility

● Reduced geographic barriers

● Real-world clinical practice nature of data collected

Decentralized study design was developed to minimize burden of clinical visits for assessments and data 

collection using digital technology for remote collection of clinical data and pre-specified laboratory tests

How Decentralized Recruitment Works
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