Elevidys® [delandistrogene moxeparvovec
1.33 x 103 vector genomes (vg)/ml]
Solution for infusion
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ELEVIDYS is indicated for the treatment of ambulatory pediatric patients aged 4 to under 8 years with
Duchenne muscular dystrophy (DMD) with a confirmed mutation in the DMD gene.
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:Nan yTmnn pPTiy 2 DOSAGE AND ADMINISTRATION q'voa

2.2 Dose

The recommended dose of ELEVIDYS is 1.33 x 10 vector genomes per kilogram (vg/kg) of body weight (or
10 mL/kg body weight) for patients weighing less than 70 kg or 9.31x 10% vq total fixed dose for patients
weighing 70 kg or greater.

[...]

Calculate the dose as follows:

ELEVIDYS dose (in mL) = patient body weight (rounded to the nearest in kilogram) x 10

[...]

Table 1. Recommended pre- and post-infusion corticosteroid dosing

Baseline corticosteroid | Peri-ELEVIDYS infusion corticosteroid | Recommended
dosing? dose (prednisone equivalent)? maximum total daily
dose

(prednisone
equivalent)®

Daily or intermittent Start 1 day prior to infusion: 60 mg/day
dose 1 mg/kg/day (and continue baseline dose)
High dose for 2 days Start 1 day prior to infusion: 60 mg/day
per week 1 mg/kg/day taken on days without high-

dose corticosteroid treatment (and continue
baseline dose)

Not on corticosteroids | Start 1 week prior to infusion: 60 mg/day
1.5 mg/kg/day

2 Patient continues to receive this dose
b Corticosteroids other than prednlsone and prednlsolone have not been studled for useasa peri- ELEVIDYS
infusion corticosteroid Beflaza s




Table 2: Recommended corticosteroid regimen dose modification for liver function
abnormalities following ELEVIDYSS infusion?

Peri-ELEVIDYS infusion Modified corticosteroid dose Recommended
corticosteroid dosing following ELEVIDYS infusion maximum total daily
(prednisone equivalent) ® dose

(prednisone
equivalent)®

Baseline + 1 mg/kg/day Increase to 2 mg/kg/day (and continue | 120 mg/day
baseline dose)

Baseline + 1 mg/kg/day Increase to 2 mg/kg/day taken on days | 120 mg/day
taken on days without high- | without high-dose corticosteroid
dose corticosteroid treatment | treatment (and continue baseline dose)

1.5 mg/kg/day Increase from 1.5 mg/kg/day to 2.5 120 mg/day
mg/kg/day

4GGT >= 150 U/L and/or other clinically significant liver function abnormalities (e.g., total
bilirubin > 2 x ULN) following infusion. For GGT or bilirubin elevations that do not respond
to these oral corticosteroid increases, 1V bolus corticosteroids may be considered.

b Corticosteroids other than prednisone and prednisolone have not been studied for use as a

peri-ELEVIDYS infusion corticosteroid. Beflazacort-is-notrecommended-foruse-as-a-peri-

2.3 Preparation

Recommended supplies and materials:
e 60 mL siliconized polypropylene syringes
e 21-gauge or smaller stainless steel needles (e.g. 22- or 23- gauge needles are

acceptable).

2.4 Administration

Recommended supplies and materials:
e Syringe infusion pump
e 0.2-micron PES* in-line filter with a large surface area. To avoid the risk of
occlusions, the use of smaller in-line filters (e.q., less than 10 cm? surface area) is not
recommended.

e PVC* (non-DEHP%)pelyurethane*) 1V infusion tubing, and polyurethane catheter
*PVC = Polyvinyl chloride, DEHP = Di(2-ethylhexyl) phthalate, PES = Polyether sulfone

Administer ELEVIDYS as a single-dose intravenous infusion through a peripheral venous
catheter:

ELEVIDYS should be administered in a setting where treatment for infusion-related
reactions is immediately available [see Warnings and Precautions (5.1)]. Do not infuse
ELEVIDYS at a rate of 10 mL/kg/hour or faster.

Consider application of a topical anesthetic to the infusion site prior to administration of IV
insertion.Recommend inserting a back-up catheter.

1. Flush the intravenous access line with 0.9% Sodium Chloride Injection prior to the
ELEVIDYS infusion at the same infusion rate.

Roche Pharmaceuticals (Israel) Ltd. 6 Hacharash St. Tel. + 972-9-9737777
P.0.B. 6391 Fax + 972-9-9737850
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[..]

4. In the event of an infusion-related reaction during administration [see Warnings and
Precautions (5.1)]:

» Slow or stop the infusion based on patient’s clinical presentation.

» Discontinue infusion for anaphylaxis.

» Administer treatment as needed to manage infusion-related reaction.

* ELEVIDYS infusion may be restarted at a lower rate after the infusion-related reaction has
resolved at the discretion of the physician, based on severity of patient’s clinical presentation.
« |f the ELEVIDYS infusion needs to be stopped and restarted, ELEVIDY'S should be infused
within 12 hours after drawing into the syringe [see How Supplied/Storage and Handling

(16.2)].

‘Nan yTnn pPTiYy 3 DOSAGE FORMS AND STRENGTHS g'yoa

[...]

ELEVIDYS is a solution for intravenous infusion with a nominal concentration of 1.33 x 1013
vg/mL.

[..]

The intravenous dosage is determined by patient body weight, with a recommended dose of
1.33 x 10 vector genomes (vg)/kg for patients weighing 10 to 70 kg, and a maximum of
9.31 x 10% vq for patients 70 kg or greater.

:xan yTna pTy 5 WARNINGS AND PRECAUTIONS wwoa

5.1 Infusion-related Reactions

Infusion-related reactions, including hypersensitivity reactions and anaphylaxis, have
occurred during or up to several hours following ELEVIDYS administration. Closely monitor
patients during and for at least 3 hours after the end of infusion for signs and symptoms of
infusion-related reactions including tachycardia, tachypnea, lip swelling, difficulty breathing,
nasal flaring, urticaria, flushing, lip pruritus, rash, cheilitis, vomiting, nausea, rigors and

pyrexia.

ELEVIDYS should be administered in a setting where treatment for infusion-related
reactions is immediately available.

In the event of an infusion-related reaction, administration of ELEVIDYS may be slowed or
stopped based on the severity of the patient’s clinical presentation. Administer treatment as
needed to manage infusion-related reactions based on the severity of patient's signs and
symptoms. [see Dosage and Administration (2.4)]. If the infusion was stopped, ELEVIDYS
infusion may be restarted at a lower rate once patient’s symptoms have resolved, at the
discretion of the physician. Discontinue infusion for anaphylaxis.

[...]
5.34 Myocarditis

Roche Pharmaceuticals (Israel) Ltd. 6 Hacharash St. Tel. + 972-9-9737777
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Acute serious myocarditis and troponin-1 elevations have been observed following
ELEVIDYS infusion in clinical trials.

If a patient experiences myocarditis, those with pre-existing left ventricle ejection fraction
(LVEF) impairment may be at higher risk of adverse outcomes. Patients with moderate to
severe LVEF impairment have not been studied in clinical trials with ELEVIDYS.

‘NanyTna PTY 6 ADVERSE REACTIONS qwwoa

The most common adverse reactions (incidence > 5%) reported in clinical studies were
vomiting, nausea, liver funetiontestirereased injury, pyrexia, and thrombocytopenia.

The following clinically significant adverse reactions are described elsewhere in the labeling:
Infusion-related reactions [see Warnings and Precautions (5.1)]

Acute serious liver injury [see Warnings and Precautions (5.12)]

Immune-mediated myositis [see Warnings and Precautions (5.23)]

Myocarditis [see Warnings and Precautions (5.34)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical
trials of another drug and may not reflect the rates observed in practice.

The safety data described in this section reflect exposure to a one-time intravenous infusion
of ELEVIDYS in 15685 male patients with a confirmed mutation of the DMD gene in four
three-en-going clinical studies, including one completed twe open-label study, one ongoing
open-label study, and two studies and-ene-study that included a double-blind, placebo-
controlled period. Prior to ELEVIDYS infusion, patients in the ELEVIDY'S treatment group
had a mean age of 6.7-08 years (range: 3 to 20) and mean weight of 24.6 25-9% kg (range:
12.5t0 80.1). 144 patients 73-subjeets received the recommended dose of 1.33 x 10 vg/kg,
and 12 received a lower dose. Table 3 below presents adverse reactions from these four three
clinical studies.

The most common adverse reactions (incidence >5%) across all studies are summarized in
Table 3.

Adverse reactions were typically seen within the first 2 weeks (nausea, vomiting,
thrombocytopenia, pyrexia), or within the first 2 months (immune-mediated myositis, liver

injury). hverfunetiontest-inereased)-\VVomiting may occur as early as on the day of the

infusion.

Table 3. Adverse reactions (Incidence >5%) following treatment with ELEVIDYS in
Clinical Studies

Adverse reactions ELEVIDYS
(N=15685) %
\omiting 6561
Nausea 4340
Liver injury? function-test-increased? 4037
Pyrexia 2824
Thrombocytopenia® ¢ 812
Roche Pharmaceuticals (Israel) Ltd. 6 Hacharash St. Tel. + 972-9-9737777
P.0.B. 6391 Fax + 972-9-9737850
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2 Includes: AST increased, ALT increased, GGT increased, GLDH increased, GLDH level abnormal,
Hepatotoxicity, Hepatic enzyme increased, Hypertransaminasemia, Liver function test tranrsaminases
increased, Liver injury, Transaminases increased, Blood bilirubin increased

® Includes: Thrombocytopenia, Platelet count decreased

b.¢ Transient, mild, asymptomatic decrease in platelet counts

In the double-blind, placebo-controlled trial, Study 3% Part 1, patients 4 to 7 years of age
(N=12541) received either ELEVIDYS (N=6320) at the recommended dose of 1.33 x 10*

vg/kg or {r=8)-er-lower-dose-{n=12)-orreceived placebo (N=6221). Table 4 below presents

the most frequent adverse reactions from Study 3% Part 1.

Table 4. Adverse reactions occurring in ELEVIDYS-treated patients and at least
twice10% more frequently than within placebo in Study 3%; Part 1

Adverse reactions ELEVIDYS Placebo
(N=6320) % (N=6221) %

Vomiting 6465 1933

Nausea 4035 1310

Liver injury® function-test 4125 8o

nereased?

Pyrexia 3220 245

Thrombocytopenia®™ 3 0

2Includes: AST increased, ALT increased, GGT increased, GLDH increased, GLDH level abnormal,
Hepatotoxicity, Hepatic enzyme increased, Hypertransaminasemia, Liver function test transaminases
increased, Liver injury, Transaminases bloeed-bilirubin increased.

® Includes: platelet count decreased, thrombocytopenia

¢ Transient, mild, asymptomatic decrease in platelet counts

6.2 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of
ELEVIDYS. Because these reactions are reported voluntarily from a population of uncertain
size, it is not always possible to reliably estimate their frequency or establish a causal
relationship to drug exposure.

Immune System Disorders: Infusion-related reactions, including hypersensitivity reactions
and anaphylaxis, have occurred during or up to several hours following ELEVIDYS
administration [see Warnings and Precautions (5.1)].

‘Nan yTna pPTy 8 USE IN SPECIFIC POPULATIONS qwwoa

[...]

8.4 Pediatric Use
The safety and efficacy of ELEVIDYS in children aged younger than 4 years of age or older
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