MPS ViI

MPS VII, or Sly syndrome, is an ultra-rare, progressively
debilitating, and life-threatening metabolic disorder
caused by mutations in the GUSB gene, which encodes
the lysosomal enzyme B-glucuronidase™

Deficient B-glucuronidase activity leads to systemic
accumulation of glycosaminoglycans (GAGS) in the
lysosomes of many tissues, causing multi-organ dysfunction,
cognitive impairment, and reduced life expectancy'

Most Common Characteristics
of MPS VII?3

« Respiratory infections * Intellectual impairment

* Enlarged tongue,
which is associated

with snoring  Corneal clouding

* Frequent otitis and

hearing impairment * Heavy eyebrows

* Coarse facial features

* Increased head

circumference
» Decreased pulmonary

function e Short neck

¢ Valvular heart disease

e Musculoskeletal
system abnormalities

- Dysostosis multiplex
- Loss of joint range of motion

e Short trunk and short stature - Joint contracture

* Rib cage/chest deformities - Stiffness
* Hepatomegaly and splenomegaly - Scoliosis
¢ Hernia

Contact Information

Ultragenyx Disease Monitoring Program
medinfo@ultragenyx.com

Mucopolysaccharidosis Type VII
Disease Monitoring Program
(MPS VIiI DMP)

The MPS VII DMP will collect demographic, biochemical,
physiologic, disease severity, and progression data in
patients receiving vestronidase alfa and those not receiving
vestronidase alfa’
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MPS VII Disease Monitoring Program

The MPS VII DMP is a global, prospective, multicenter,
longitudinal, ICH GCP study with the following objectives"

1. Characterize MPS VIl disease presentation and progression
over time in untreated patients and those treated with
vestronidase alfa

2. Assess long-term effectiveness of vestronidase alfa in
patients with MPS VII

3. Assess long-term safety of vestronidase alfa, including
hypersensitivity reactions and immunogenicity in patients
with MPS VII

4. Prospectively investigate longitudinal change over time
across biomarkers, clinical assessments, patient- and
caregiver-reported outcome measures, and other possible
predictors of disease progression and mortality

The study will include approximately
35 pediatric and adult MPS VIl patients'

Disease progression
without treatment

. Drug safety,
— J::t:‘:gr?icvl\g;z alfa > disease progression
with treatment

— | Untreated

Any patient diagnosed with MPS VIl is eligible to
participate in the MPS VII DMP'

e Confirmation of MPS VIl disease is based on
B-glucuronidase enzyme activity or mutation analysis

Vestronidase alfa or any other drug will not be
provided as part of the MPS VII DMP'

ICH = International Council for Harmonisation of Technical Requirements for Pharmaceuticals for
Human Use; GCP = good clinical practice.

MPS VII DMP Schedule of Visits!'
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e Patients will have annual in-clinic visits at study sites
e Biannual visits in the first 2 years for patients under
ﬂa 5 years of age

e Biannual visits in the first year for patients aged
5 years and over

\\ * Phone calls made by the Investigator to each patient
or patient caregiver will serve to assess potentially
unreported safety information

\)r/ * Assessments for ADAs follow the schedule for

in-clinic visits

* All patients will have ADA testing at 6 months

e Patients with treatment duration <1 year at the
beginning of the study will also have ADA testing
at 1.5 months, 3 months, and 9 months

aPatients under 5 years have an in-clinic visit at 18 months. Patients 5 years and older have a phone
visit at 18 months.

Key clinical assessments in the MPS VII
DMP include but are not limited to':

Pulmonary and cardiac function
Urinary GAG (UGAG)

Spleen and liver size
Antibodies to vestronidase alfa
Cognitive and functional outcomes
6-minute walk test (6MWT)
Hearing audiometry
Safety laboratory tests
Patient- and caregiver-reported outcomes

X-rays

The MPS VII DMP is a global study
with participating sites in’

The Netherlands

QQ Germany

. France
Illinois .
USA QNew York SpalnQ .
Portugal urkey
Q California 9 Q Q

Brazil Q

Travel costs associated with the study will be
reimbursed by Ultragenyx, with certain restrictions

Contact Information

Ultragenyx Disease Monitoring Program
medinfo@ultragenyx.com
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