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Nexviazyme is indicated for long-term enzyme replacement therapy (ERT) for the
treatment of patients with Pompe disease (acid a-glucosidase deficiency).
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4.8 Undesirable effects

During the open-label extension period until-atleast+45-weeks, serious adverse reactions were
reported by 3 (5.8%) patients continuing Nexviazyme treatment throughout the study and by 3
(6.8244-5%) patients who switched to Nexviazyme. The most frequently reported adverse
reactions (>5%) by patients continuing Nexviazyme treatment throughout the study were nausea,
chills, erythema, pruritus, and urticaria. The most frequently reported adverse reactions (>5%) by
patients who switched to Nexviazyme were pruritus, rash, headache, nausea, chills, fatigue,
andpruritus, urticaria;-and-rash.

During the open-label extension period until-atleast+45-weeks, [ARs were reported in 12
(23.5%) patients continuing Nexviazyme treatment throughout the study; IARs reported in more
than 1 patient were nausea, chills;-pyrexia, erythema, pruritus, pyrexia, urticaria, rash, and ocular
hyperaemia. IARs were reported in 2+-22 (47750%) patients who switched to Nexviazyme; [ARs
reported in more than 1 patient were pruritus, headache, rash, nausea, chills,feelingeold, fatigue,
urticaria, respiratory distress, feeling cold, chest discomfort, erythema, prurituswrticaria;rash,
rash erythematous, rash pruritic, skin plaque, and-burning sensation, lip swelling, and swollen
tongue. The number of [ARs in both groups decreased over time.

Immunogenicity
The incidence of ADA response to avalglucosidase alfa in Nexviazyme -treated patients with
Pompe disease is shown in Table 3. The median time to seroconversion was 8.3 weeks.

In treatment-naive adult patients, the occurrence of [ARs was observed in both ADA-positive and
ADA-negative patients. Increase in the incidence of IARs and hypersensitivity were observed
with higher IgG ADA titres. In treatment-naive patients, a trend for increases in the incidence of
IARs was observed with increasing ADA titres, with the highest incidence of IARs (69.2%)
reported in the high ADA peak titre range >12,800, compared with an incidence of 33.3% in
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patients with intermediate ADA titre 1,600-6,400, an incidence of 14.3% in those with low ADA
titre 100-800 and an incidence of 33.3% in those who were ADA negative. In enzyme
replacement therapy (ERT) experienced adult patients, the occurrences of IARs and
hypersensitivity were higher in patients who developed treatment emergent ADA compared to
patients who were ADA negative. One (1) treatment naive patient and +-2 treatment-experienced
patients developed anaphylaxis. The occurrences of IARs were similar between paediatric
patients with ADA positive and negative status. One treatment-experienced paediatric patient
developed anaphylaxis (see section 4.4).

In clinical study EFC14028/COMET, 81 of 96 (84.4%) patients developed treatment-emergent
ADA. Majority of patients developed ADA titre in the low to intermediate range, with 7 2
patients reported High Sustained Antibody Titres (HSAT) to Nexviazyme. Evaluation ofbut-this
was-netassoctated-with-aless-efeffieaey= ADA cross-reactivity at week 49 showed thatstudies
showed-that the-majority-of patients generate antibodies that are cross-reactive to alglucosidase
alfa and-—At-week-49-in-additionto-eross-reactivity;antibodies-speeifie to Nexviazyme were
detected in 3 (5.9%) patients. Variable impact onABA-did-netimpaetmeasures-of PK, PD. and
efficacy measures while-limited-impaets-onPK-and PB-were observed among high titre patients,

however, in most patients there was no clinically significant effect of ADA on efficacyprimariyy

w&h—hrgh—mr%p&&eﬁts (see section 5.2).

5.1 Pharmacodynamic properties

For patients who switched from alglucosidase alfa to Nexviazyme treatment after week 49, the
LS mean change in FVC % predicted from week 49 to week 145 was 0.7-81 (1.408) (95% CI: -
1.432, 2.895). A stabilization in FVC % predicted was maintained after the switch to Nexviazyme
in the alglucosidase alfa group with similar values to the Nexviazyme group at week 145. Patients
who continued in the Nexviazyme arm maintained an improvement in FVC % predicted
compared with baseline.

Table 5 — LS mean change from baseline to week 49 for additional secondary endpoints

Endpoint Nexviazyme Alglucosidase Alfa | LS mean difference
LS mean change LS mean change 95% CI)
(SE) (SE)

6-minute walk test

(6MWT) distance 32.21 (9.93) 2.19 (10.40) 30.01 (1.33, 58.69)

(meters)™

Maximum Inspiratory :

Pressure (MIP) (% 8.70-71 (2.09) 42933 (2.19) 4.40-38 (-1.6364,
. c 10.4439)

predicted)

Maximum Expiratory

Pressure (% 10.89-97 (2.84) 8.38-35 (2.9697) 2.5+-61(-57061,
: c 10.7383)

predicted)
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Hand-held
dynamometry (HHD) 260.69 (46.07) 153.72 (48.54) 106'315_52)6'56’
summary scores
Quick Motor function
Test (QMFT) total 3.98 (0.63) 1.89 (0.69) 2.08 (0.22, 3.95)
score
PCSY score: 2.37
Iffiﬁﬁffé?i??ivs? (0.99) 1.60 (1.07) 0.77 (-2.13, 3.67)
MCS® score: 2.88 0.76 (1.32) 2.12 (-1.46, 5.69)
12) (1.22)

5.2 Pharmacokinetic properties
Immunogenicity

In the study 1, EFC14028/COMET, 95.2% (59 of 62 patients) receiving Nexviazyme developed
treatment-emergent ADA. Given the variability in ADA response, no clear trend of ADA peak

titre and impact on PK was evident in patients at week 49.Ne-eleartrend-of ADA-impaectonPK
sepealesmeads
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