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1 Introduction

The purpose of this supplement CSR is to provide statistical outputs for the Japan periodic
safety report.
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2 Data displays
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Table 1-1.1b (Page 35 of 62)
Patient disposition by country (or subdivision) and center
All enrolled patients
Country or subdivision, center: Japan, 6001

Voretigene
Neparvovec
Disposition/reason n (%) n (%)
Number in the Enrolled Set 2
Number in the Full Analysis Set 2 (100)
Completed the study 0
Ongoing at the cut-off date 2 (100)
Discontinued the study 0

- The Enrolled Set includes all patients who signed the informed consent.

- The Full Analysis Set (FAS) includes all patients in the Enrolled Set who received at least one injection of
voretigene neparvovec.

- Percentages are computed using the number in the preceding analysis set and country, center
combination as the denominator.

- Reasons for discontinuation are sorted by descending frequency within each country or subdivision,
center.

- Country represents the country of study enroliment. Note, that the country of study enrollment can be
different from the country of treatment.

- Center represents the study enroliment center. Note, that the study enrollment center can be different
from the center of treatment.

/csr_6/pgm/saf/tadslds.sas@@/main/6-05JUN2025:12:59 Final
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Table 1-1.1b (Page 36 of 62)
Patient disposition by country (or subdivision) and center
All enrolled patients
Country or subdivision, center: Japan, 6002

Voretigene
Neparvovec
Disposition/reason n (%) n (%)
Number in the Enrolled Set 2
Number in the Full Analysis Set 2 (100)
Completed the study 0
Ongoing at the cut-off date 2 (100)
Discontinued the study 0

- The Enrolled Set includes all patients who signed the informed consent.

- The Full Analysis Set (FAS) includes all patients in the Enrolled Set who received at least one injection of
voretigene neparvovec.

- Percentages are computed using the number in the preceding analysis set and country, center
combination as the denominator.

- Reasons for discontinuation are sorted by descending frequency within each country or subdivision,
center.

- Country represents the country of study enroliment. Note, that the country of study enroliment can be
different from the country of treatment.

- Center represents the study enroliment center. Note, that the study enrollment center can be different
from the center of treatment.
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Table 1-3.1b (Page 35 of 62)
Treatment status at study enrollment by country (or subdivision) and center
Full Analysis Set
Country or subdivision, Center: Japan, 6001

Voretigene
Neparvovec
N=369
Status n (%)
Total subject number 2
Not treated before study enroliment 2 (100)
Treated before study enrollment 0
Treated in one eye only 0
Treated in both eyes 0

- N = Number of patients in the Full Analysis Set.

- The date of study enrollment is defined as the date of signing informed consent.

- Patients who receive their first injection of voretigene neparvovec on the day of study enroliment are
reported as 'Not treated before study enrollment'.

- Patients who receive the injection of voretigene neparvovec in the second eye on the day of study
enrollment are reported as 'Treated in one eye only'.

- Country represents the country of study enroliment. Note, that the country of study enroliment can be
different from the country of treatment.

- Center represents the study enroliment center. Note, that the study enrollment center can be different
from the center of treatment.

- Percentages are computed using Total subject number for the country and center as the denominator.

/csr_6/pgm/saf/tadsists_cny.sas@@/main/5-05JUN2025:13:02 Final
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Table 1-3.1b (Page 36 of 62)
Treatment status at study enrollment by country (or subdivision) and center
Full Analysis Set
Country or subdivision, Center: Japan, 6002

Voretigene
Neparvovec
N=369
Status n (%)
Total subject number 2
Not treated before study enroliment 2 (100)
Treated before study enrollment 0
Treated in one eye only 0
Treated in both eyes 0

- N = Number of patients in the Full Analysis Set.

- The date of study enrollment is defined as the date of signing informed consent.

- Patients who receive their first injection of voretigene neparvovec on the day of study enroliment are
reported as 'Not treated before study enrollment'.

- Patients who receive the injection of voretigene neparvovec in the second eye on the day of study
enrollment are reported as 'Treated in one eye only'.

- Country represents the country of study enroliment. Note, that the country of study enroliment can be
different from the country of treatment.

- Center represents the study enroliment center. Note, that the study enrollment center can be different
from the center of treatment.

- Percentages are computed using Total subject number for the country and center as the denominator.
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CLTW888A12401(Japan) - Interim Analysis 6 - data cut-off 31Mar2025

Table 3-1.1 (Page 1 of 2)
Ocular treatment-emergent adverse events by primary system organ class and preferred term, overall and by age
Full Analysis Set_JAPAN

Voretigene Neparvovec

Patients Treated eyes
Total <18 years >= 18 years Total <18 years >=18 years

Primary system organ class N=4 N=1 N=3 M=7 M=2 M=5

Preferred term n(%) [E] n(%) [E] n(%) [E] m(%) [E] m(%) [E] m(%) [E]
Number with at least one event 3 (75.0) [13] 1(100) [3] 2 (66.7) [10] 6 (85.7) [13] 2(100) [3] 4 (80.0) [10]
Eye disorders 3(75.0) [12] 1(100) [2] 2 (66.7) [10] 6 (85.7) [12] 2(100) [2] 4 (80.0) [10]

Cataract subcapsular 2 (50.0) [4] 0 2 (66.7) [4] 4 (57.1) [4] 0 4 (80.0) [4]

Conjunctival hyperaemia 1(25.0) [2] 0 1(33.3) [2] 2 (28.6) [2] 0 2 (40.0) [2]

Eye pain 1(25.0) [2] 0 1(33.3) [2] 2 (28.6) [2] 0 2 (40.0) [2]

Retinal degeneration 1(25.0) [2] 1(100) [2] 0 2(28.6) [2] 2(100) [2] 0

Visual acuity reduced 1(25.0) [2] 0 1(33.3) [2] 2 (28.6) [2] 0 2 (40.0) [2]
Injury, poisoning and procedural complications 1(25.0) [1] 1(100) [1] 0 1(14.3) [1] 1 (50.0) [1] 0

- A treatment-emergent AE for a patient is any AE that starts on or after the date of the injection of voretigene neparvovec in the first eye. A treatment-emergent
AE for a treated eye is any AE that starts on or after the date of the injection of voretigene neparvovec in the respective eye.

- E = Number of events. A patient/treated eye with multiple occurrences of an AE for a system organ class (SOC) or preferred term (PT) is counted only once for
each SOC, PT in column n/m. All events are counted in column E.

- Each eye treated with voretigene neparvovec is included in the “Treated eyes” columns.

- SOCs are presented in alphabetical order; PTs are sorted within each SOC by descending frequency in the “Total” patients column.

- Age is defined as age at time of study enroliment.

- MedDRA Version 28.0 has been used for the reporting of adverse events.

/csr_6/pgm/saf/tadae_age a.sas@@/main/3-24JUL2025:15:14 Final
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CLTW888A12401(Japan) - Interim Analysis 6 - data cut-off 31Mar2025

Table 3-1.1 (Page 2 of 2)
Ocular treatment-emergent adverse events by primary system organ class and preferred term, overall and by age
Full Analysis Set_JAPAN

Voretigene Neparvovec

Patients Treated eyes
Total < 18 years >= 18 years Total < 18 years >= 18 years
Primary system organ class N=4 N=1 N=3 M=7 M=2 M=5
Preferred term n(%) [E] n(%) [E] n(%) [E] m(%) [E] m(%) [E] m(%) [E]
Accidental overdose 1(25.0) [1] 1(100) [1] 0 1(14.3) [1] 1(50.0) [1] 0

- A treatment-emergent AE for a patient is any AE that starts on or after the date of the injection of voretigene neparvovec in the first eye. A treatment-emergent

AE for a treated eye is any AE that starts on or after the date of the injection of voretigene neparvovec in the respective eye.

- E = Number of events. A patient/treated eye with multiple occurrences of an AE for a system organ class (SOC) or preferred term (PT) is counted only once for

each SOC, PT in column n/m. All events are counted in column E.

- Each eye treated with voretigene neparvovec is included in the “Treated eyes” columns.

- SOCs are presented in alphabetical order; PTs are sorted within each SOC by descending frequency in the “Total” patients column.
- Age is defined as age at time of study enroliment.

- MedDRA Version 28.0 has been used for the reporting of adverse events.

/csr_6/pgm/saf/tadae_age a.sas@@/main/3-24JUL2025:15:14 Final
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CLTW888A12401(Japan) - Interim Analysis 6 - data cut-off 31Mar2025

Table 3-1.2 (Page 1 of 1)
Ocular treatment-emergent serious adverse events by primary system organ class and preferred term,
overall and by age
Full Analysis Set_JAPAN

There were no observations which met the report criteria

- A treatment-emergent SAE for a patient is any SAE that starts on or after the date of the injection of
voretigene neparvovec in the first eye. A treatment-emergent SAE for a treated eye is any SAE

that starts on or after the date of the injection of voretigene neparvovec in the respective eye.

- E = Number of events. A patient/treated eye with multiple occurrences of a SAE for a system organ class
(SOC) or preferred term (PT) is counted only once for each SOC, PT in column n/m. All events

are counted in column E.

- Each eye treated with voretigene neparvovec is included in the “Treated eyes” columns.

- SOCs are presented in alphabetical order; PTs are sorted within SOC by descending frequency in the
'Total' patients column.

- Age is defined as age at time of study enroliment.

- MedDRA Version 28.0 has been used for the reporting of adverse events.

/csr_6/pgm/saf/tadae_age b.sas@@/main/2-24JUL2025:15:15 Final
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CLTW888A12401(Japan) - Interim Analysis 6 - data cut-off 31Mar2025

Table 3-1.3 (Page 1 of 2)
Ocular treatment-emergent adverse events of special interest (AESIs) by term of interest and preferred term, overall and by age
Full Analysis Set_JAPAN

Voretigene Neparvovec

Patients Treated eyes
Total <18 years >=18 years Total <18 years >= 18 years

Term of interest N=4 N=1 N=3 M=7 M=2 M=5

Preferred term n(%) [E] n(%) [E] n(%) [E] m(%) [E] m(%) [E] m(%) [E]
Number with at least one event 3 (75.0) [8] 1(100) [2] 2 (66.7) [6] 6 (85.7) [8] 2(100) [2] 4 (80.0) [6]
CHORIORETINAL ATROPHY 1(25.0) [2] 1(100) [2] 0 2(28.6) [2] 2(100) [2] 0

Retinal degeneration 1(25.0) [2] 1(100) [2] 0 2(28.6) [2] 2(100) [2]
INTRAOCULAR INFLAMMATION AND OR INFECTION 2 (50.0) [4] 0 2 (66.7) [4] 4 (57.1) [4] 0 4 (80.0) [4]
RELATED TO PROCEDURE

Cataract subcapsular 2 (50.0) [4] 0 2 (66.7) [4] 4 (57.1) [4] 0 4 (80.0) [4]

- A treatment-emergent AE for a patient is any AE that starts on or after the date of the injection of voretigene neparvovec in the first eye. A treatment-emergent
AE for a treated eye is any AE that starts on or after the date of the injection of voretigene neparvovec in the respective eye.

- E = Number of events. A patient/treated eye with multiple occurrences of an AE term of interest (AESI) or preferred term (PT) is counted only once for

each AESI, PT in column n/m. All events are counted in column E.

- Each eye treated with voretigene neparvovec is included in the “Treated eyes” columns.

- AESIs are presented in alphabetical order; PTs are sorted within each AESI by descending frequency in the 'Total' patients column.

- AESis are collected through a standardized safety questionnaire.

- Age is defined as age at time of study enroliment.

- MedDRA Version 28.0 has been used for the reporting of adverse events.

[/csr_6/pgm/saf/tadae_age_e.sas@@/main/2-24JUL2025:15:16 Final



Novartis

Confidential

Supplement CSR, v1.0

Page 134 of 1323
Study No. CLTW888A12401

CLTW888A12401(Japan) - Interim Analysis 6 - data cut-off 31Mar2025

Table 3-1.3 (Page 2 of 2)

Ocular treatment-emergent adverse events of special interest (AESIs) by term of interest and preferred term, overall and by age

Full Analysis Set_JAPAN

Voretigene Neparvovec

Patients Treated eyes
Total < 18 years >= 18 years Total <18 years >= 18 years
Term of interest N=4 N=1 N=3 M=7 M=2 M=5
Preferred term n(%) [E] n(%) [E] n(%) [E] m(%) [E] m(%) [E] m(%) [E]
LOSS OF FOVEAL FUNCTION 1(25.0) [2] 0 1(33.3) [2] 2 (28.6) [2] 0 2 (40.0) [2]
Visual acuity reduced 1(25.0) [2] 0 1(33.3)[2] 2 (28.6) [2] 2 (40.0) [2]

- A treatment-emergent AE for a patient is any AE that starts on or after the date of the injection of voretigene neparvovec in the first eye. A treatment-emergent

AE for a treated eye is any AE that starts on or after the date of the injection of voretigene neparvovec in the respective eye.

- E = Number of events. A patient/treated eye with multiple occurrences of an AE term of interest (AESI) or preferred term (PT) is counted only once for

each AESI, PT in column n/m. All events are counted in column E.
- Each eye treated with voretigene neparvovec is included in the “Treated eyes” columns.

- AESis are presented in alphabetical order; PTs are sorted within each AESI by descending frequency in the 'Total' patients column.

- AESis are collected through a standardized safety questionnaire.
- Age is defined as age at time of study enroliment.
- MedDRA Version 28.0 has been used for the reporting of adverse events.

/csr_6/pgm/saf/tadae_age_e.sas@@/main/2-24JUL2025:15:16 Final
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CLTW888A12401(Japan) - Interim Analysis 6 - data cut-off 31Mar2025

Table 3-1.4 (Page 1 of 1)
Ocular treatment-emergent adverse events suspected to be related to voretigene neparvovec by primary
system organ class and preferred term
Full Analysis Set_JAPAN

There were no observations which met the report criteria

- A treatment-emergent AE for a patient is any AE that starts on or after the date of the injection of
voretigene neparvovec in the first eye. A treatment-emergent AE for a treated eye is any AE that

on or after the date of the injection of voretigene neparvovec in the respective eye.

- E = Number of events. A patient/treated eye with multiple occurrences of an AE for a system organ class
(SOC) or preferred term (PT) is counted only once for each SOC, PT in column n/m. All events

are counted in column E.

- SOCs are presented in alphabetical order; PTs are sorted within SOC by descending frequency in the
patients column.

- Each eye treated with voretigene neparvovec is included in the analysis of Treated eyes.

- Causality reflects the investigator's assessment.

- MedDRA Version 28.0 has been used for the reporting of adverse events.
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primary system organ class and preferred term

Table 3-1.5 (Page 1 of 1)
Ocular treatment-emergent adverse events suspected to be related to the subretinal administration procedure by

Full Analysis Set_JAPAN

Voretigene Neparvovec

Patients Treated eyes
Primary system organ class N=4 M=7
Preferred term n (%) [E] m (%) [E]
Number with at least one event 3(75.0)[12] 6 (85.7) [12]
Eye disorders 3(75.0)[12] 6 (85.7) [12]
Cataract subcapsular 2(50.0) [4] 4 (57.1) [4]
Conjunctival hyperaemia 1(25.0) [2] 2 (28.6) [2]
Eye pain 1(25.0) [2] 2 (28.6) [2]
Retinal degeneration 1(25.0) [2] 2 (28.6) [2]
Visual acuity reduced 1(25.0) [2] 2 (28.6) [2]

- A treatment-emergent AE for a patient is any AE that starts on or after the date of the injection of voretigene neparvovec in the first eye. A treatment-emergent
AE for a treated eye is any AE that starts on or after the date of the injection of voretigene neparvovec in the respective eye.
- E = Number of events. A patient/treated eye with multiple occurrences of an AE for a system organ class (SOC) or preferred term (PT) is counted only once for

each SOC, PT in column n/m. All events are counted in column E.

- SOCs are presented in alphabetical order; PTs are sorted within SOC by descending frequency in the patients column.
- Each eye treated with voretigene neparvovec is included in the analysis of Treated eyes.

- Causality reflects the investigator's assessment.

- MedDRA Version 28.0 has been used for the reporting of adverse events.
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Table 3-1.6 (Page 1 of 1)
Ocular treatment-emergent adverse events suspected to be related to perioperative corticosteroids by
primary system organ class and preferred term
Full Analysis Set_JAPAN

There were no observations which met the report criteria

- A treatment-emergent AE for a patient is any AE that starts on or after the date of the injection of
voretigene neparvovec in the first eye. A treatment-emergent AE for a treated eye is any AE that

starts on or after the date of the injection of voretigene neparvovec in the respective eye.

- E = Number of events. A patient/treated eye with multiple occurrences of an AE for a system organ class
(SOC) or preferred term (PT) is counted only once for each SOC, PT in column n/m. All events

are counted in column E.

- SOCs are presented in alphabetical order; PTs are sorted within SOC by descending frequency in the
patients column.

- Each eye treated with voretigene neparvovec is included in the analysis of Treated eyes.

- Causality reflects the investigator's assessment.

- MedDRA Version 28.0 has been used for the reporting of adverse events.
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Table 3-2.1 (Page 1 of 2)
Non-ocular treatment-emergent adverse events by primary system organ class and preferred term, overall and by age
Full Analysis Set_JAPAN

Voretigene Neparvovec

Patients
Total <18 years >=18 years

Primary system organ class N=4 N=1 N=3

Preferred term n(%) [E] n(%) [E] n(%) [E]
Number of patients with at least one event 3 (75.0) [9] 1(100) [1] 2 (66.7) [8]
Gastrointestinal disorders 3 (75.0) [3] 1(100) [1] 2 (66.7) [2]

Constipation 2 (50.0) [2] 0 2 (66.7) [2]

Vomiting 1(25.0) [1] 1(100) [1] 0
General disorders and administration site conditions 1(25.0) [1] 0 1(33.3) [1]

Oedema peripheral 1(25.0) [1] 0 1(33.3) [1]
Musculoskeletal and connective tissue disorders 1(25.0) [1] 0 1(33.3) [1]

Back pain 1(25.0) [1] 0 1(33.3) [1]

- A treatment-emergent AE is any AE that starts on or after the date of the injection of voretigene neparvovec in the first eye.

- E = Number of events. A patient with multiple occurrences of an AE for a system organ class (SOC) or preferred term (PT) is counted only once for each SOC,
PT in column n. All events are counted in column E.

- SOCs are presented in alphabetical order; PTs are sorted within SOC by descending frequency in the “Total” column.

- Age is defined as age at time of study enrollment.

- MedDRA Version 28.0 has been used for the reporting of adverse events.
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Table 3-2.1 (Page 2 of 2)
Non-ocular treatment-emergent adverse events by primary system organ class and preferred term, overall and by age
Full Analysis Set_JAPAN

Voretigene Neparvovec

Patients
Total <18 years >=18 years
Primary system organ class N=4 N=1 N=3
Preferred term n(%) [E] n(%) [E] n(%) [E]
Psychiatric disorders 2 (50.0) [2] 0 2 (66.7) [2]
Insomnia 2 (50.0) [2] 0 2 (66.7) [2]
Reproductive system and breast disorders 1(25.0) [1] 0 1(33.3) [1]
Dysmenorrhoea 1(25.0) [1] 0 1(33.3) [1]
Skin and subcutaneous tissue disorders 1(25.0) [1] 0 1(33.3) [1]
Dry skin 1(25.0) [1] 0 1(33.3) [1]

- A treatment-emergent AE is any AE that starts on or after the date of the injection of voretigene neparvovec in the first eye.

- E = Number of events. A patient with multiple occurrences of an AE for a system organ class (SOC) or preferred term (PT) is counted only once for each SOC,
PT in column n. All events are counted in column E.

- SOCs are presented in alphabetical order; PTs are sorted within SOC by descending frequency in the “Total” column.

- Age is defined as age at time of study enroliment.

- MedDRA Version 28.0 has been used for the reporting of adverse events.
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Table 3-2.2 (Page 1 of 1)
Non-ocular treatment-emergent serious adverse events by primary system organ class and preferred term,
overall and by age
Full Analysis Set_JAPAN

There were no observations which met the report criteria

- A treatment-emergent SAE is any SAE that starts on or after the date of the injection of voretigene
neparvovec in the first eye.

- E = Number of events. A patient with multiple occurrences of a SAE for a system organ class (SOC) or
preferred term (PT) is counted only once for each SOC, PT in column n. All events are counted in
column E.

- SOCs are presented in alphabetical order; PTs are sorted within SOC by descending frequency in the
'"Total' column.

- Age is defined as age at time of study enroliment.

- MedDRA Version 28.0 has been used for the reporting of adverse events.
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Table 3-2.3 (Page 1 of 1)
Non-ocular treatment-emergent adverse events of special interest (AESIs) by term of interest and
preferred term, overall and by age
Full Analysis Set_JAPAN

There were no observations which met the report criteria

- A treatment-emergent AE for a patient is any AE that starts on or after the date of the injection of
voretigene neparvovec in the first eye.

- E = Number of events. A patient with multiple occurrences of an AE term of interest (AESI) or preferred
term (PT) is counted only once for each AESI, PT in column n. All events are counted in column E.

- AESis are presented in alphabetical order; PTs are sorted within each AESI by descending frequency in
the “Total” column.

- Age is defined as age at time of study enroliment.

- MedDRA Version 28.0 has been used for the reporting of adverse events.
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Table 3-2.4 (Page 1 of 1)
Non-ocular treatment-emergent adverse events suspected to be related to voretigene neparvovec by
primary system organ class and preferred term
Full Analysis Set_JAPAN

There were no observations which met the report criteria

- A treatment-emergent AE for a patient is any AE that starts on or after the date of the injection of
voretigene neparvovec in the first eye.

- E = Number of events. A patient with multiple occurrences of an AE for a system organ class (SOC) or
preferred term (PT) is counted only once for each SOC, PT in column n. All events are counted in column
E.

- Causality reflects the investigator's assessment.

- SOCs are presented in alphabetical order; PTs are sorted within SOC by descending frequency.

- MedDRA Version 28.0 has been used for the reporting of adverse events.
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Table 3-2.5 (Page 1 of 1)
Non-ocular treatment-emergent adverse events suspected to be related to the subretinal administration
procedure by primary system organ class and preferred term
Full Analysis Set_JAPAN

There were no observations which met the report criteria

- A treatment-emergent AE for a patient is any AE that starts on or after the date of the injection of
voretigene neparvovec in the first eye.

- E = Number of events. A patient with multiple occurrences of an AE for a system organ class (SOC)
or preferred term (PT) is counted only once for each SOC, PT in column n. All events are counted in
column E.

- Causality reflects the investigator's assessment.

- SOCs are presented in alphabetical order; PTs are sorted within SOC by descending frequency.

- MedDRA Version 28.0 has been used for the reporting of adverse events.
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Table 3-2.6 (Page 1 of 1)
Non-ocular treatment-emergent adverse events suspected to be related to perioperative corticosteroids
by primary system organ class and preferred term
Full Analysis Set_JAPAN

Voretigene Neparvovec

Patients
Primary system organ class N=4
Preferred term n (%) [E]
Number of patients with at least one event 1(25.0) [2]
General disorders and administration site conditions 1(25.0) [1]
Oedema peripheral 1(25.0) [1]
Skin and subcutaneous tissue disorders 1(25.0) [1]
Dry skin 1(25.0) [1]

- A treatment-emergent AE for a patient is any AE that starts on or after the date of the injection of voretigene neparvovec in the first eye.

- E = Number of events. A patient with multiple occurrences of an AE for a system organ class (SOC) or preferred term (PT) is counted only once for each SOC,
PT in column n. All events are counted in column E.

- Causality reflects the investigator's assessment.

- SOCs are presented in alphabetical order; PTs are sorted within SOC by descending frequency.

- MedDRA Version 28.0 has been used for the reporting of adverse events.
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Listing 1-2.1 (Page 14 of 17)
Demographics
All enrolled patients
Treatment: Voretigene Neparvovec

Country or Age/ Number of days between date of study
Subdivision/ Sex/ Race, further enrollment and date of study
Subject ID Race details Ethnicity treatment in the first eye

JAPANESE NOT HISPANIC OR LATINO
JAPANESE NOT HISPANIC OR LATINO
JAPANESE NOT HISPANIC OR LATINO
JAPANESE NOT HISPANIC OR LATINO

- Age in years and defined as age at time of study enrollment; M=Male, F=Female, WH=White, BLAA=Black or African
American, AS=Asian, AIAN=American Indian or Alaska native, NHOPI=Native Hawaiian or Other Pacific Islander,
ML=Multiple, UK=Unknown.

- Number of days between date of study enrollment and date of study treatment in the first eye = study treatment
date in the first eye - study enrollment date.
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Listing 1-2.3 (Page 15 of 18)
Clinical diagnosis
All enrolled patients

Treatment: Voretigene Neparvovec

Country or

Subdivision/
Subject ID Age/Sex/Race Clinical diagnosis

g/F/AS

JPN/ 3 /F/AS

JPN/ . 3@/F/AS

/F/AS

F=Female, WH=White, BLAA=Black or African

- Age in years and defined as age at time of study enrollment; M=Male,
NHOPI=Native Hawaiian or Other Pacific Islander,

American, AS=Asian, AIAN=American Indian or Alaska native,

ML=Multiple, UK=Unknown.
Final
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Listing 1-2.4 (Page 140 of
Genetic diagnosis
All enrolled patients

Treatment: Voretigene Neparvovec

Segre-

gation
Country or Age/ analysis
Subdivision/ Sex/ Date of performe
Subject ID Race Test test Genetic diagnosis dz

166)

Gene
mutat-
ion
number

Gene
mutation

Gene
mutation
classif-
ication

Is Gene

mutation

1 the Other IRD
same as related
Gene muta-
mutation tions

27 present?

JPN/BEEEEEE W/F/R GENE
S PANEL
JPN/ 3@/F/ GENE
AS PANEL
JPN/BEEEEEE $W/F/ GENE
AS PANEL
JEPN/BEEEEE M/F/ GENE
AS PANEL

- Age in years and defined as age at time of study enrollment;
American, AS=Asian, AIAN=American Indian or Alaska native,
ML=Multiple, UK=Unknown.

- IRD=Inherited retinal dystrophy.

M=Male,

/vob/CLTW888A1/CLTW888A12401/csr 6/pgm/saf/lgd.sas@@/main/4 05JUN25:03:

F=Female,

14

WH=White,
NHOPI=Native Hawaiian or Other Pacific Islander,

BLAA=Black or African
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Listing 1-3.1 (Page 59 of 69)
Treatment administration
Full Analysis Set
Treatment: Voretigene Neparvovec

Total

Treated Eye treated Surgery number of Total Number
Country or Age/ eye/ prior to performed injection volume of
Subdivision/ Sex/ Laterali study Date of at this Surgical Lot retinotomy injected blebs
Subject ID Race ty enrollment? surgery site center number sites (ul) raised
JEN/BNNE W/F/AS FTE/OD  No 1 300 1

STE/OS No 1 450 1
JPN/BEEEEEN W/F/AS FTE/OS No 1 300 1

- Age in years and defined as age at time of study enrollment; M=Male, F=Female, WH=White, BLAA=Black or African

American, AS=Asian, AIAN=American Indian or Alaska native, NHOPI=Native Hawaiian or Other Pacific Islander,
ML=Multiple, UK=Unknown.
- FTE=First treated eye, STE=Second treated eye, OD=Right eye, 0S=Left eye.

- Surgery performed at this site = Yes indicates the site where the data is being collected is the same as the

treatment site where the surgery was performed.If surgery performed at this site = No then the center where
surgery was performed is specified in the surgical center column.
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Listing 1-3.1 (Page 60 of 69)
Treatment administration
Full Analysis Set
Treatment: Voretigene Neparvovec

Total

Treated Eye treated Surgery number of Total Number
Country or Age/ eye/ prior to performed injection volume of
Subdivision/ Sex/ Laterali study Date of at this Surgical Lot retinotomy injected blebs
Subject ID Race ty enrollment? surgery site center number sites (ul) raised
JPN/SEEEEEEN M/F/AS FTE/OS  No 1 300 1

STE/OD No 1 300 1
JPN/BENEEEEE @/F/AS FTE/OD  No 1 300 1

STE/OS  No 1 300 1

- Age in years and defined as age at time of study enrollment; M=Male, F=Female, WH=White, BLAA=Black or African
American, AS=Asian, AIAN=American Indian or Alaska native, NHOPI=Native Hawaiian or Other Pacific Islander,
ML=Multiple, UK=Unknown.

- FTE=First treated eye, STE=Second treated eye, OD=Right eye, 0S=Left eye.

- Surgery performed at this site = Yes indicates the site where the data is being collected is the same as the
treatment site where the surgery was performed.If surgery performed at this site = No then the center where
surgery was performed is specified in the surgical center column.
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Listing 1-3.2 (Page 84 of 92)
Surgical details
Full Analysis Set
Treatment: Voretigene Neparvovec

Injection

technique
Eye treated Surgery or materials
Country or Age/ Treated prior to performed Intra- different from
Subdivision/ Sex/ eye/ study Date of at this Surgical operative that described
Subject ID Race Laterality enrollment? surgery site center OCT used? in manual
JEN/EN W/F/2S FTE/OD No Yes Yes No
STE/OS No Yes Yes No
JPN/EEEEEE W/F/AS  FTE/OS No Yes Yes No
JPN/EEEEEE W/F/AS  FTE/OS No Yes No No
STE/OD No Yes No No
JPN/DEEEEEE W /F/AS FTE/OD No Yes No No
STE/OS No Yes No No

- Age in years and defined as age at time of study enrollment; M=Male, F=Female, WH=White, BLAA=Black or African
American, AS=Asian, AIAN=American Indian or Alaska native, NHOPI=Native Hawaiian or Other Pacific Islander,
ML=Multiple, UK=Unknown.

- FTE=First treated eye, STE=Second treated eye, OD=Right eye, 0S=Left eye.

- Surgery performed at this site = Yes indicates the site where the data is being collected is the same as the
treatment site where the surgery was performed. If surgery performed at this site = No then the center where
surgery was performed is specified in the surgical center column.
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Listing 1-3.3 (Page 173 of 198)
Perioperative steroid use
Full Analysis Set
Treatment: Voretigene Neparvovec

Country or Age/ Name of medication
Subdivision/ Sex/ Treated eye/ (Reported Term/ Dose Start date/ End date/
Subject ID Race Laterality Preferred Term) Dose units Frequency Route Day Day
JPN/SEEEEEEE  W/F/AS FTE/OD PREDONISOLONE/ 25 mg oD ORAL
PREDNISOLONE
PREDONISOLONE/ 12.5 mg QD ORAL
PREDNISOLONE
PREDONISOLONE/ 12.5 mg QOD ORAL
PREDNISOLONE
JPN/BEEEEEE $W/F/AS FTE/OS PREDNISOLONE/ 20 mg BID ORAL
PREDNISOLONE
PREDNISOLONE/ 20 mg QoD ORAL
PREDNISOLONE
PREDNISOLONE/ 20 mg Q0D ORAL
PREDNISOLONE
JPN/DESEEEEE $W/F/AS FTE/OS PREDNISOLONE/ 40 mg QD ORAL
PREDNISOLONE
PREDNISOLONE/ 40 mg QD ORAL
PREDNISOLONE
PREDNISOLONE/ 30 mg oD ORAL
PREDNISOLONE

- Age 1in years and defined as age at time of study enrollment; M=Male, F=Female, WH=White, BLAA=Black or African
American, AS=Asian, AIAN=American Indian or Alaska native, NHOPI=Native Hawaiian or Other Pacific Islander,

ML=Multiple, UK=Unknown.
- OD=Right eye, 0S=Left eye, FTE=First treated eye, STE=Second treated eye, NT=Not treated.

- Day is relative to the date of the injection of voretigene neparvovec in that eye. Missing dates are based on

imputed dates.
- # Imputed date.

- Medications marked as ongoing: end date=ongoing, end day=missing. Medications not marked as ongoing and with no

end date: end date=missing, end day=missing.
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Listing 1-3.3 (Page 174 of 198)
Perioperative steroid use
Full Analysis Set
Treatment: Voretigene Neparvovec

Country or Age/ Name of medication
Subdivision/ Sex/ Treated eye/ (Reported Term/ Dose Start date/ End date/
Subject ID Race Laterality Preferred Term) Dose units Frequency Route Day Day
JPN/SEEEEEEE  W/F/AS FTE/OS PREDNISOLONE/ 25 mg oD ORAL
PREDNISOLONE
PREDNISOLONE/ 20 mg QD ORAL
PREDNISOLONE
PREDNISOLONE/ 15 mg QoD ORAL
PREDNISOLONE
PREDNISOLONE/ 10 mg QD ORAL
PREDNISOLONE
PREDNISOLONE/ 5 mg QD ORAL
PREDNISOLONE
PREDNISOLONE/ 5 mg Q0D ORAL
PREDNISOLONE
JPN/ENEEEEE W /F/AS FTE/OD PREDNISOLONE/ 40 mg oD ORAL
PREDNISOLONE
PREDNISOLONE/ 40 mg QD ORAL
PREDNISOLONE
PREDNISOLONE/ 30 mg QD ORAL
PREDNISOLONE

- Age 1in years and defined as age at time of study enrollment; M=Male, F=Female, WH=White, BLAA=Black or African
American, AS=Asian, AIAN=American Indian or Alaska native, NHOPI=Native Hawaiian or Other Pacific Islander,

ML=Multiple, UK=Unknown.
- OD=Right eye, 0S=Left eye, FTE=First treated eye, STE=Second treated eye, NT=Not treated.

- Day is relative to the date of the injection of voretigene neparvovec in that eye. Missing dates are based on

imputed dates.
- # Imputed date.

- Medications marked as ongoing: end date=ongoing, end day=missing. Medications not marked as ongoing and with no

end date: end date=missing, end day=missing.
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Listing 1-3.3 (Page 175 of 198)
Perioperative steroid use
Full Analysis Set
Treatment: Voretigene Neparvovec

Country or Age/ Name of medication
Subdivision/ Sex/ Treated eye/ (Reported Term/ Dose Start date/ End date/
Subject ID Race Laterality Preferred Term) Dose units Frequency Route Day Day
JPN/SEEEEEEE  W/F/AS FTE/OD PREDNISOLONE/ 25 mg oD ORAL

PREDNISOLONE

PREDNISOLONE/ 20 mg QD ORAL

PREDNISOLONE

PREDNISOLONE/ 15 mg QoD ORAL

PREDNISOLONE

PREDNISOLONE/ 10 mg QD ORAL

PREDNISOLONE

PREDNISOLONE/ 5 mg QD ORAL

PREDNISOLONE

PREDNISOLONE/ 5 mg Q0D ORAL

PREDNISOLONE

- Age 1in years and defined as age at time of study enrollment; M=Male, F=Female, WH=White, BLAA=Black or African
American, AS=Asian, AIAN=American Indian or Alaska native, NHOPI=Native Hawaiian or Other Pacific Islander,
ML=Multiple, UK=Unknown.

- OD=Right eye, 0S=Left eye, FTE=First treated eye, STE=Second treated eye, NT=Not treated.

- Day is relative to the date of the injection of voretigene neparvovec in that eye. Missing dates are based on
imputed dates.

- # Imputed date.

- Medications marked as ongoing: end date=ongoing, end day=missing. Medications not marked as ongoing and with no
end date: end date=missing, end day=missing.
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Listing 3-1.1 (Page 228 of 276)
Adverse events

Full Analysis Set

Treatment: Voretigene Neparvovec

Cate- Adverse Event
Country gory/ (Reported Term/
or Subdi Treated Preferred Term/ Action
-vision/ Age/ eye/ System Organ Dura- Related to taken
Subject Sex/ Later- AE- Class) Start End tion Sever- Out- with
ID Race ality SAE SI /AE number date/Day date/Day (days) ity VN SAP PC come VN

JPN/ n/ NO N N VOMITTING/ Vomi
I F/ ting/ Gastroint
AS estinal disorde
rs
/669422215
O/FTE/OD N Y CHORIORETINAL A
TROPHY/ Retinal
degeneration/
Eye disorders
/761663829

3 MILD N N N 2 2

MILD N Y N 6 6
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Listing 3-1.1 (Page 229 of 276)
Adverse events
Full Analysis Set

Treatment: Voretigene Neparvovec
Cate- Adverse Event
Country gory/ (Reported Term/
or Subdi Treated Preferred Term/
-vision/ Age/ eye/ System Organ Dura-
Subject Sex/ Later- AE- Class) Start End tion Sever-
ID Race ality SAE SI /AE number date/Day date/Day (days) ity

Related to

PC

Out-
come

Action
taken
with
VN

JPN/ n/ O/STE/OS N N ACCIDENTAL OVER
I F/ DOSE DUE TO THE
AS TECHNICAL DIFF
ICULTY, WITHOUT
CLINICAL SYMPT
OMS./ Accidenta
1 overdose/ Inj
ury, poisoning
and procedural
complications
/736103556
N Y CHORIORETINAL A
TROPHY/ Retinal
degeneration/
Eye disorders
/761663829

1 MILD

MILD

JPN/ 3./ NO N N INSOMNIA/ Insom
I F/ nia/ Psychiatri
AS c disorders
/719429182

1 MILD

/vob/CLTW888A1/CLTW888A12401/csr 6/pgm/saf/lae.sas@@/main/5 05JUN25:02:53

Final



Novartis Confidential
Supplement CSR, v1.0

Page 934 of 1323
Study No. CLTW888A12401

CLTW888A12401 - Interim Analysis 6 - data cut-off 31Mar2025

Listing 3-1.1 (Page 230 of 276)
Adverse events
Full Analysis Set

Treatment: Voretigene Neparvovec
Cate- Adverse Event
Country gory/ (Reported Term/
or Subdi Treated Preferred Term/
-vision/ Age/ eye/ System Organ Dura-
Subject Sex/ Later- AE- Class) Start End tion Sever-
ID Race ality SAE SI /AE number date/Day date/Day (days) ity

Related to

Out-
come

Action
taken
with
VN

JPN/ 3@/ NO N N LUMBAGO/ Back p MILD
I F/ ain/ Musculoske
AS letal and conne
ctive tissue di
sorders
/671206483
N N MENSTRUAL CRAMP
S/ Dysmenorrhoe
a/ Reproductive
system and bre
ast disorders
/718687578
N N CONSTIPATION/ C
onstipation/ Ga
strointestinal
disorders
/718687752
N N DRY SKIN/ Dry s
kin/ Skin and s
ubcutaneous tis
sue disorders
/718687791

MILD

MILD

MILD

/vob/CLTW888A1/CLTW888A12401/csr 6/pgm/saf/lae.sas@@/main/5 05JUN25:02:53

Final



Novartis Confidential
Supplement CSR, v1.0

Page 935 of 1323
Study No. CLTW888A12401
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Listing 3-1.1 (Page 231 of 276)
Adverse events
Full Analysis Set

Treatment: Voretigene Neparvovec
Cate- Adverse Event
Country gory/ (Reported Term/
or Subdi Treated Preferred Term/
-vision/ Age/ eye/ System Organ Dura-
Subject Sex/ Later- AE- Class) Start End tion Sever-
ID Race ality SAE SI /AE number date/Day date/Day (days) ity

Related to

Out-
come

Action
taken
with
VN

JPN/ 33/ NO N N LOWER LIMBS EDE
I F/ MA/ Oedema peri
AS pheral/ General
disorders and
administration
site conditions
/718687823
OCULAR PAIN/ Ey
e pain/ Eye dis
orders
/718687508
N Y TRANSIENT SUBCA
PSULAR OPACIFIC
ATION SECONDARY
TO VITRECTOMY/
Cataract subca
psular/ Eye dis
orders
/718687531
O/STE/OD N N OCULAR PAIN/ Ey
e pain/ Eye dis
orders
/718687528

MILD

O/FTE/OS

=z
=z

MILD

MILD

MILD
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CLTW888A12401 - Interim Analysis 6 - data cut-off 31Mar2025

Listing 3-1.1 (Page 232 of 276)
Adverse events
Full Analysis Set

Treatment: Voretigene Neparvovec
Cate- Adverse Event
Country gory/ (Reported Term/
or Subdi Treated Preferred Term/
-vision/ Age/ eye/ System Organ Dura-
Subject Sex/ Later- AE- Class) Start End tion Sever-
ID Race ality SAE SI /AE number date/Day date/Day (days) ity

Action
Related to taken
Out- with
VN SAP PC come VN

JPN/ 3/ O/STE/OD N Y TRANSIENT SUBCA MILD
I F/ PSULAR OPACIFIC
AS ATION SECONDARY
TO VITRECTOMY/
Cataract subca
psular/ Eye dis
orders
/718687539

JPN/ 3/ NO N N CONSTIPATION/ C
I F/ onstipation/ Ga
AS strointestinal
disorders
/733154076
N N INSOMNIA/ Insom
nia/ Psychiatri
c disorders
/733154454
O/FTE/OD N N INJECTION OF CO
NJUNCTIVA/ Conj
unctival hypera
emia/ Eye disor
ders
/671206502

MILD

MILD

MILD
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CLTW888A12401 - Interim Analysis 6 - data cut-off 31Mar2025

Listing 3-1.1 (Page 233 of 276)
Adverse events
Full Analysis Set

Treatment: Voretigene Neparvovec
Cate- Adverse Event
Country gory/ (Reported Term/
or Subdi Treated Preferred Term/
-vision/ Age/ eye/ System Organ Dura-
Subject Sex/ Later- AE- Class) Start End tion Sever-—
ID Race ality SAE SI /AE number date/Day date/Day (days) ity

Related to

Out-
come

Action
taken
with
VN

JPN/ 3@/ O/FTE/OD N Y TRANSIENT SUBCA
I F/ PSULAR OPACIFIC
AS ATION SECONDARY
TO VITRECTOMY/
Cataract subca
psular/ Eye dis
orders
/733138351
N Y VISUAL ACUITY L
0SS/ Visual acu
ity reduced/ Ey
e disorders
/748041410
O/STE/O0S N N INJECTION OF CO
NJUNCTIVA/ Conj
unctival hypera
emia/ Eye disor
ders
/733147045

MILD

SEV

MILD
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Listing 3-1.1 (Page 234 of 276)
Adverse events

Full Analysis Set

Treatment: Voretigene Neparvovec

Cate- Adverse Event
Country gory/ (Reported Term/
or Subdi Treated Preferred Term/ Action
-vision/ Age/ eye/ System Organ Dura- Related to taken
Subject Sex/ Later- AE- Class) Start End tion Sever- Out- with
ID Race ality SAE SI /AE number date/Day date/Day (days) ity VN SAP PC come VN
JPN/ 3/ O/STE/OS N Y TRANSIENT SUBCA MILD N Y N 6
I F/ PSULAR OPACIFIC
AS ATION SECONDARY
TO VITRECTOMY/
Cataract subca
psular/ Eye dis
orders
/733153190
N Y VISUAL ACUITY L SEV N Y N 6

0SS/ Visual acu
ity reduced/ Ey
e disorders
/748041529
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Listing 3-3.1 (Page 91 of 215)
Adverse events of special interest (AESI)
Full Analysis Set

Treatment: Voretigene Neparvovec
Adverse of special interest: CHORIORETINAL ATROPHY

Cate-
gory/ Adverse Event
Treated (Reported Term/ Action
Country or Age/ eye/ Preferred Term/ Dura- Related to taken
Subdivision Sex/ Later- System Organ Start End tion Sever- Out- with
/Subject ID Race ality SAE Class) date/Day date/Day (days) ity VN SAP PC come VN
JPN/ n/ O/FTE/OD N CHORIORETINAL MILD N oY N 6 6
I F/ ATROPHY/
AS Retinal
degeneration/
Eye disorders
O/STE/O0S N CHORIORETINAL MILD N Y N 6 6
ATROPHY/
Retinal
degeneration/

Eye disorders
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Listing 3-3.1 (Page 184 of 215)
Adverse events of special interest (AESI)
Full Analysis Set

Treatment: Voretigene Neparvovec
Adverse of special interest: INTRAOCULAR INFLAMMATION AND OR INFECTION RELATED TO PROCEDURE

Cate-

gory/ Adverse Event

Treated (Reported Term/ Action
Country or Age/ eye/ Preferred Term/ Dura- Related to taken
Subdivision Sex/ Later- System Organ Start End tion Sever- Out- with
/Subject ID Race ality SAE Class) date/Day date/Day (days) ity VN SAP PC come VN

MILD N Y N 2 6

SUBCAPSULAR

AS OPACIFICATION
SECONDARY TO
VITRECTOMY/
Cataract
subcapsular/
Eye disorders

3/ O/FTE/OS N TRANSIENT
F/
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CLTW888A12401 - Interim Analysis 6 - data cut-off 31Mar2025

Treatment:

Adverse of special interest:

Voretigene Neparvovec

Listing 3-3.1

(Page 185 of 215)

Adverse events of special interest (AESI)

Full Analysis Set

INTRAOCULAR INFLAMMATION AND OR INFECTION RELATED TO PROCEDURE

Cate-
gory/ Adverse Event
Treated (Reported Term/ Action
Country or Age/ eye/ Preferred Term/ Dura- Related to taken
Subdivision Sex/ Later- System Organ End tion Sever- Out- with
/Subject ID Race ality SAE Class) date/Day date/Day (days) ity VN SAP PC come VN
JPN/ 3@/ O/STE/OD N TRANSIENT 5 MILD N Y N 2 6
I F/ SUBCAPSULAR
AS OPACIFICATION
SECONDARY TO
VITRECTOMY/
Cataract
subcapsular/
Eye disorders
JPN/ 3@/ O/FTE/OD N TRANSIENT 4 MILD N Y N 2 6
I F/ SUBCAPSULAR
AS OPACIFICATION
SECONDARY TO
VITRECTOMY/
Cataract
subcapsular/
Eye disorders
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CLTW888A12401 - Interim Analysis 6 - data cut-off 31Mar2025

Listing 3-3.1 (Page 186 of 215)
Adverse events of special interest (AESI)
Full Analysis Set

Treatment: Voretigene Neparvovec
Adverse of special interest: INTRAOCULAR INFLAMMATION AND OR INFECTION RELATED TO PROCEDURE

Cate-
gory/ Adverse Event
Treated (Reported Term/ Action
Country or Age/ eye/ Preferred Term/ Dura- Related to taken
Subdivision Sex/ Later- System Organ Start End tion Sever-— Out- with
/Subject ID Race ality SAE Class) date/Day date/Day (days) ity VN SAP PC come VN
JPN/ 3@/ O/STE/OS N TRANSIENT 4 MILD N Y N 2 6
I F/ SUBCAPSULAR
AS OPACIFICATION
SECONDARY TO
VITRECTOMY/
Cataract
subcapsular/

Eye disorders
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CLTW888A12401 - Interim Analysis 6 - data cut-off 31Mar2025

Listing 3-3.1 (Page 196 of 215)
Adverse events of special interest (AESI)
Full Analysis Set

Treatment: Voretigene Neparvovec
Adverse of special interest: LOSS OF FOVEAL FUNCTION

Cate-
gory/ Adverse Event
Treated (Reported Term/ Action
Country or Age/ eye/ Preferred Term/ Dura- Related to taken
Subdivision Sex/ Later- System Organ Start End tion Sever- Out- with
/Subject ID Race ality SAE Class) date/Day date/Day (days) ity VN SAP PC come VN
JPN/ 3@/ O/FTE/OD N VISUAL ACUITY SEV N Y N 1 6
. F/ LOSS/ Visual
AS acuity
reduced/ Eye
disorders
O/STE/OS N VISUAL ACUITY SEV N Y N 1 6
LOSS/ Visual
acuity
reduced/ Eye
disorders
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