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But, in Pompe disease, the deficiency in GAA enzyme activity means that glycogen
cannot be broken down and it builds up inside muscle cells, which causes damage
leading to muscle weakness and breathing difficulties over time.

Pompe disease is a rare, inherited, multisystemic disorder that leads to muscle
weakness and breathing difficulties over time. It is caused by the lack of an enzyme
called acid a-glucosidase (GAA), typically found inside muscle cells.

In healthy muscle cells, the GAA enzyme breaks down the sugar glycogen into glucose.

Treatment considerations

Current therapies aim to replace the missing GAA enzyme in the muscle cells of people
living with Pompe disease. These are called enzyme replacement therapies (ERTs) and are
associated with the following key challenges:

Muscle

Uptake into muscle
cells and conversion

e
m GAA ERTs
S into the most active
form of GAA is not

Q‘ ERTs are unstable in efficient
e, the bloodstream

Novel therapy: cipaglucosidase alfa + miglustat

Cipaglucosidase alfa + miglustat is a novel two-component therapy designed to minimize
breakdown in the bloodstream before it reaches the target muscle cells and to improve
uptake into muscle cells
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We are doing this study to investigate whether cipaglucosidase alfa + miglustat improves the measurements of disease progression in people living with Pompe disease

We enrolled three groups of ambulatory participants

Group 1 Group 4
2—6 years > 7 years
ERT experienced ERT experienced
Median age = 50.0 years Median age = 43.0 years
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n=4

n=2

ERT-experienced group (pooled group)
Total enrolled = 17
Ages = 18-75 years

ERT-naive group
Total enrolled = 6
Ages = 18—-65 years

Participants were enrolled at different times; therefore, not everyone has reached
the later time points of this ongoing study

All participants received cipalglucosidase alfa + miglustat
every 2 weeks
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Participants treated with cipaglucosidase alfa + miglustat walked further in 6 minutes
compared with before starting treatment, and this improvement was maintained
for up to 48 months

6MWD: a measure of motor function
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Blood levels of CK: a marker for muscle damage

Participants treated with cipaglucosidase alfa + miglustat had lower levels of CK,
a blood marker for muscle damage, which may indicate less damage to muscles

CK levels in
ERT-experienced group

Lower levels of

CK may indicate
CK mean % change from baseline decreased

levels ranged from —4.5 to —38.5 muscle damage
over the study period so far

We checked standard Pompe disease assessments in
participants at regular time intervals

e We measured the motor function, lung function, urine marker levels for glycogen
build-up (hexose tetrasaccharide [Hex4]), blood marker levels for muscle damage
(creatine kinase [CK]), and medical issues of enrolled participants at different time
points over the course of the trial

e The first measurements were taken before treatment began (baseline) and other
measurements were taken at different time points up to 48 months after treatment
with cipaglucosidase alfa + miglustat

e This allowed us to investigate how cipaglucosidase alfa + miglustat treatment impacts
the assessment outcomes over time
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*6MWD and FVC are calculated as percent (%) predicted, which standardizes the results based on
gender, age, height and weight for 6MWD, and gender, age, height and race for FVC
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FVC: a measure of lung function

The lung function of participants treated with cipaglucosidase alfa + miglustat stabilized
or improved compared with the baseline, and this was maintained for up to 48 months
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Urine levels of Hex4: a marker for glycogen build-up

Participants treated with cipaglucosidase alfa + miglustat had lower levels of Hex4, a urine
marker for glycogen levels, indicating that the treatment is breaking down glycogen in the
muscle cells

Hex4 levels in
ERT-experienced group

Lower levels of
Hex4 may indicate
reduced glycogen
build-up

Hex4 mean % change from
baseline levels ranged from —4.0 to
—41.2 over the study period so far

Safety profile

Most medical issues experienced by participants treated with cipaglucosidase alfa + miglustat were mild or moderate in severity and did not lead to study withdrawal

ERT-experienced group
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*One case of diffuse large B-cell ymphoma not related to treatment

The most common medical issues that occurred after participants
started the study treatment were:

' ,° Fall " Common cold N Headache
A 70%, (n = 16) ‘l 57%, (n = 13) 52%, (n = 12)

Muscle pain Iy Diarrhea
52%, (n = 12) N 44%, (n = 10)

Participants treated with cipaglucosidase alfa + miglustat had overall improved outcomes compared with before treatment

O A

The lung function of participants

/ 2

Most side effects were mild or

A blood marker for muscle damage ] ) ,
moderate in severity and did not

Participants could walk further in
6 minutes compared with before
treatment. This indicates that the motor
function of participants improved over
the course of the trial so far

improved or stabilized compared with
before treatment. This indicates that,
on average, participants’ breathing
improved or did not get worse during
the trial so far

(CK) and a urine marker for glycogen
build-up (Hex4) both decreased in
participants compared with before

treatment started, which could
indicate an improvement in
disease progression

lead to withdrawal from the study.
This indicates that cipaglucosidase
alfa + miglustat is well tolerated overall
by participants enrolled in this trial
and has a safety profile consistent with
currently available ERTs
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