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Evaluation of SRP-4045 m Advanced-Stage Patients with
Duchenne Muscular Dystrophy Amenable to Exon 45 Skippmg

Study No: 4045-101 (Amendment 3)

Current Version (Date): 29 March 2018

This study protocol was subject to detailed review and has been approved by the approprate
personnel of the Sponsor (Sarepta Therapeutics, Inc). The mformation contamed m this protocol
15 consistent with:

e The current nsk-benefit evaluation of the mvestigational drug product.

e The ethical and scientific prmeples governmg chmical researchas set out m the
Declaration of Helsmki, prmeciples of Infernational Council for Harmonzation (ICH),
Good Clmical Practice (GCP) E6, and/or the European Chnical Trial Directive
2001/20/EC.

The Investigator will be supphed with details of any significant or new fmdmgs, mchdmg
adverse events, relatmg to treatment with the mvestigational drug product.

, MD, PhD Date

MD Date
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INVESTIGATOR’S AGREEMENT

I have read Protocol No. 4045-101 and agree to conduct the study as outlned. I agree to
mamtam the confidentialty of all mformation recemved or developed m connection with this
protocol

Prmted Name of Investigator

Signature of Investigator

Date
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PROCEDURES IN CASE OF EMERGENCY
Table 1: Emergency Contact Information
Raole in Study Name Address and Telephone number
Responsible Physician PPD . MD. PhD. pPD PPD
Telephone: PPD
Mobile: PPD
PPD
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1. SYNOPSIS

NAME OF COMPANY NAME OF FINISHED PRODUCT

Sarepta Therapeutics. Inc. SRP-4045 Injection

Cambndge. MA 02142 USA

Phone: +1-617-274-4000
NAME OF ACTIVE INGREDIENT

SRP-4045

TITLE: A Randomized, Double-Blnd, Placebo-Controlled, Dose-Titration, Safety, Tolerability, and
Pharmacokmetics Study Followed by an Open-Label Safety and Efficacy Evaluation of SRP-4045 m
Advanced-Stage Patients with Duchenne Muscular Dystrophy Amenable to Exon 45 Skippmg

PROTOCOL NUMBER: 4045-101

PHASE OF STUDY: Phasel

INVESTIGATOR STUDY SITES: This multi-center study will be conducted at approxmmately 4 sites
m the United States.

OBJECTIVES:

Prmmary objective:

* Toevalnate the safety and tolerability of 4 escalatmg mtravenous (IV) doses (4, 10, 20, and
30 mg/kg) of SRP-4045 admmistered once weekly for at least 2 weeks per dose level as compared to

placebo
Secon objective:
* To determme the pharmacokmetic (PK) profile of 4 escalatmg IV doses of SRP-4045

METHODOLOGY:

This 15 a first-m-human, multi-center, randomized, double-bhnd, placebo-controlled, dose-titration study
designed to assess the safety, tolerability, and PK of once-weekly IV mfusions of SEP-4045m
advanced-stage patients with genotypically confirmed Duchenne muscular dystrophy (DVD)
characterized by deletions amenable to exon 45 skippmg (eg. exons 12-44, 18-44_ 44 46-47, 46-48,
46-49_46-51, 46-33, or 46-33). This study will evaluate 4 ascendmg dose levels of SRP-4045 (4, 10,
20, and 30 mg'kg admmistered weekly for a mmmum of 2 weeks per level) compared to placebo over
approxmately 12 weeks of a double-blind dose-titration period. The double-blind dose-titration period
will be followed by an open-label extension period evaluatmg the safety and efficacy of SRP-4045 at
30 mg/kg (or the highest tolerated dose as determmed durmg the dose titration) adminmistered weekly
through Week 144. After completing the open-label extension period, ehgible patients may enter a
planned long-term extension (LTE) study for extended treatment. All actvities for these subjects will
be outhned m a LTE study protocol

Screenmg Period

Patients will be evaluated for mchusion durmg a Screening period of up to approxmately 4 weeks.
Baseline/Week 1

Elgible patients who have out-of-frame deletions that may be corrected by skippmg exon 45 will be
randomized to recerve once-weekly IV mfusions of SRP-4045 or placebo.
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NAME OF COMPANY NAME OF FINISHED PRODUCT
Sarepta Therapeutics. Inc. SRP-4045 Injection

Cambndge. MA 02142 USA

Phone: +1-617-274-4000
NAME OF ACTIVE INGREDIENT

SRP-4045

Double-Blind Dose Tiration with Open-Label Extension (144 weeks)

Dosing

Twrelve patients will be randomized (2:1) m double-blind fashion to recerve SRP-4043 (n=8) or placebo
(n=4). Patients will recerve a once-weekly IV mfusion of SRP-4045 or placebo at escalatmg dose
levels, each for at least 2 weeks: 4 mg/'kg at Weeks 1-2; 10 mg/kg at Weeks 3-4;: 20 mg/kg at

Weeks 5-6; and 30 mg/kg begmnmg at Week 7. Durmg the dose titration period of the study. dosmg
will be mterrupted or halted of specific predefmed stoppmg criteria are met, or if mterruption 5
otherwise warranted at the discretion of the Sponsor or Investigator. Once the last patient has recerved
2 mfusions at 30 mg/kg (Week 8), an mdependent Data Safety Monttormg Board (DSMB) will review
cumulative safety data. Review by the DSMB 15 necessary for advismg the Sponsor about whether the
safety data allow for longer-term dosmg with SRP-4045. Patients will contmue to recemve ther
randomized treatment (SRP-4045 or placebo) m a binded fashion until the DSMB review 1s complete.
Based on the results of this review, the Sponsor will determine whether to roll over the patients mto the
open-label extension period. Durmg the open-label extension, patients will recerve SEP-4045 at

30 mg/kg (or the highest tolerated dose as determmed durmg the dose titration) admmistered weekly.

Assessments

Patients will undergo route safety evaluations. Adverse events (AEs) and concomitant medications
will be monitored and documented contmually over the course of the study.

(S
Plasma samples for senal PK

.
determmation will be collected at Baselne/Week 1 and Weeks 3. 5, 7, and 60. Urme samples for serial
PK determmation will be collected at Baseline™Week 1 and Weeks 3, 5, 7, and 12.

In addition to seral PK, standard population PK parameters will be estimated from additional plasma
samples taken over the course of 144 weeks.

(o

[
An electrocardiogram (ECG) will be performed at Baselne/Week 1, Week 7, Week 12, and

then every 12 weeks. An echocardiogram (ECHO) will be performed at Week 12, and then every

24 weeks. Chnical laboratory assessments will be performed at Baselne/Week 1, Weeks 2-9, and
Week 12, then every 4 weeks to Week 36, and then every 12 weeks. Vital signs will be assessed weekly
pre- and post-mfusion. Height will be assessed every 12 weeks. Weight will be assessed at
Baselne/Week 1. and then every 4 weeks. A full physical exammation will be conducted at
BaselineWeek 1, Week 4, Week 12, Week 24, and then every 24 weeks. A bnief physical exammation
will be conducted every 4 weeks (except at times of a full physical exammation) to Week 36, and then
every 24 weeks. Patients will undergo additional physical exammations, ECGs, clnical laboratory

assessments and [N dvrng the first 8 weeks of open-label treatment.

DURATION OF STUDY:

Screenmg Period: up to approxmately 4 weeks

Double-Blind Dose-Titration with Open-Label Extension: up tol44 weeks
Post-treatment Follow-Up Period: approxmmately 4 weeks

Total duration of patient participation: approxmnately 152 weeks
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NAME OF COMPANY NAME OF FINISHED PRODUCT
Sarepta Therapeutics. Inc. SRP-4045 Injection

Cambndge. MA 02142 USA
Phone: +1-617-274-4000

NAME OF ACTIVE INGREDIENT
SRP-4045

NUMBER OF PATIENTS:
12 patients (8 SRP-4045 + 4 placebo)

L

INCLUSION CRITERIA:

Patients must meet all of the followmg mchision criteria to be ehgible for this study.
1.
2.

Malke aged 7 to 21, mchisive.

Estabhshed chmical diagnosis of DMD with a deletion amenable to exon 45 skippmg (eg. deletions
of exons 12-44, 18-44 44 4647, 46-48, 46-49,46-51, 46-53, or 46-55) as documented by a
genetic report from an accredted laboratory confirmmg deletion endpomts by multiplex
hgation-dependent probe amplification (MLPA) or sequencmg.

Stable cardiac and pulmonary function that, m the Investigator’s opmion, 1s unhkely to
decompensate over the duration of the study

4. Non-ambulatory, or mcapable of walkmg =300 meters on the 6-Mmute Walk Test (6MWT).

On a stable dose of oral corticosteroads for at least 24 weeks prior to study drug admmistration and

the dose or dose equivalent 15 expected to remam constant (except for modifications to
accommodate changes m weight) throughout the study, OR has not recerved corticosteroids for at

least 24 weeks prior to study drug admmistration and does not expect to start corticosteroids
throughout the study.

Patients who are post-pubertal and sexually actve must agree to use, for the entwre duration of the
study and for 90 days post last dose, a male condom and the female sexual partner must also use a
medically acceptable form of barth control (eg, oral contraceptive).

Able to understand and comply with all study requirements, m the Investigator's opimion, or if
under the age of 18 years, must have (a) parent(s) or legal guardian(s) who 1s/are able to
understand and comply with all the study requirements.

Willng to provide mformed consent to participate m the study, or if under the age of 18 years,
willng to provide mformed assent, if apphcable, and has (a) parent(s) or legal guardian(s) who
1s/are willng to provide written mformed consent for the patient to participate m the study.

EXCLUSION CRITERIA:
Patients who meet any of the followmg critenia will be excluded from this study.

Use of any pharmacologic treatment (other than corticosterowds) withm 12 weeks prior to
Baselmne/Week 1 that nmght m the Investigator’s mdgment have an effect on muscle strength or
function (eg. growth hommone, anabolic steroads). (Cument growth hormone treatment for short
stature will be allowed if medically mdicated.)

Current or previous treatment with the expermmental agents SMT C1100 (BMN-193) or PRO045 at
any time.




Sarepta Therapeutics, Inc.

Protocol No. 4045-101. Version 4.0 Page § of 70
NAME OF COMPANY NAME OF FINISHED PRODUCT
Sarepta Therapeutics. Inc. SRP-4045 Injection

Cambndge. MA 02142 USA

Phone: +1-617-274-4000
NAME OF ACTIVE INGREDIENT

SRP-4045

3. Use of other RNA antisense or gene therapy agents.

4. Current or previous treatment with any other expermmental treatment (other than deflazacort) withm
12 weeks prior to Baselme/Week 1 or particppation m any other mterventional chnical tral within
12 weeks prior to Baselne/Week 1.

5. Use of any ammoglycoside antibiotic or statm withm 12 weeks prior to Baselne/Week 1 or
anticipated need for an ammoglycoside antibiotic or statin durmg the study.

6. Inmiation or change of dosmg (except for modifications to accommodate changes m weight) withm
12 weeks prior to Baselne/Week 1 and/or anticipated need for a change m dosmg (except for
modifications to accommodate changes m weight) durmg the study for any of the followmg:
angiotensm-convertmg enzyme (ACE) mhibitors, angiotensm receptor blockmg agents (ARBs),
p-blockers, potassmum.

7. Inttation or change of dosmg withm 12 weeks prior to Baselne/Week 1 and/or anticipated need for
a change m dosmg durmg the study for over-the-counter preparations such as herbal'non-herbal
supplements, vitammns, mmerals, and homeopathic preparations.

8 Left ventricular ejection fraction (LVEF) =40% on the Screenmg ECHO. and/or QTcF =430 msec
on the Screenmg ECG.

9. Forced vital capacity (FVC) <50% of predicted value at Screenmg and/or Baselne/Week 1, and/or
requirement for nocturnal ventilation.

10. Major surgery withm 3 months prior to Baselne/Week 1 or planned surgery for any time durmg
this study.

11. Presence of other chnically significant illness mchidmg cardiac, pulmonary, hepatic, renal,
hematologic. mmmunologic, or behavioral disease, or mahgnancy.

12. Any other condition that, m the Investigator”’s opmion, could mterfere with the patient’s
participation m the study.

DOSEROUTEREGIMEN:

SRP-4045 (4, 10, 20, and 30 mg'kg) will be admmmstered as an IV mfusion over approxmately
35-60 mmutes once a week.

REFERENCE TREATMENT:
Patients randomized to placebo will recerve normal sabne as an [V mfusion over approxmmately
35-60 mmutes once a week until the open-label extension.

CRITERIA FOR EVALUATION:
The primary study endpomt 15 assessment of the safety of SRP-4045 dunng the double-blind

dose-titration period accordmg to the followmg:
* Incidence of AFs
* Incidence of chnical laboratory abnormahties (hematology, chemistry, coagulation, urmalysis)
* Incidence of abnormalities mn vital signs and physical exammations (PE)
* Clnically significant worsenmg of ECGs and ECHO
The secondary study endpomt 15 to determme the PK profile of SRP-4045 durmg the double-bhnd
dose-titration period (see below).
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NAME OF ACTIVE INGREDIENT
SRP-4045

Pharmacokinetics:

Serial plasma PK samplng will be performed at Baseline/Week 1 and Weeks 3, 5. 7, and 60 at the
followmg time pomts: mamediately pre-mfusion, at approxmately 5 to 10 mmutes after completion of
mfusion. andat 1. 1.5, 2.4, 6, 8 12, 16, and 24 hours after completion of mfusion. BRI

The followmg PK

parameters will be determmed:
¢  Maxmmum plasma concentration (Cusx)
* Time to maxmum plasma concentration (T 'mx)
* Area under the plasma concentration-curve (AUC)
* Apparent volume of distribution at steady state (Vis)
¢ Elmmation half-hfe ()
* Total clearance (CL)
* Mean residence time (MRT)
¢ Urmary clearance (CLg)

SAMFLE SIZE:

The sample size for this study 1s based upon qualtative considerations; no formal sample size
calculations were performed. The selected sample size 15 considered sufficient to provide mitial safety
evaluation of SRP-4045 and to provide adequate data to allow for estimation of PK parameters.

STATISTICAL METHODS:
Basehne characteristics, safety, and tolerability will be based upon the review of mdnndual values and
summary statistics. Incidence of treatment-emergent adverse events ( TEAEs) will be tabulated by
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Sarepta Therapeutics. Inc. SRP-4045 Injection
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NAME OF ACTIVE INGREDIENT
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counts and percentages. Abnormahties m chnical laboratory, vital signs, and ECG will be based on
pre-defmed normal ranges and will be tabulated by dose and treatment group (SRP-4045 or placebo)

showmg subject counts and percentages.

Safety Analyses:

TEAEs will be summarzed by system organ class (SOC) and preferred temm (PT). Non-emergent
events will be recorded m the data hstmgs. For all AE tables, the number and percentage of patients
reportng AEs will be grouped usmg the Medical Dictionary for Regulatory Actrvities (MedDRA) body
system and PT. Multiple occurrences of the same AE (at the PT level) m the same patient will be
counted only once m the frequency tables. If a patient experiences multiple episodes of the same event
with different relationship/severity, the event with the strongest relationship or maxmum severity to
mvestigational drug product will be used to summarize AEs by relationship and severity.

Descriptive statistics for ECG, ECHO, vital signs, biomarkers, and safety laboratory parameters will be
displayed. All safety data will be presented m data hstmgs.

Pharmacokinetic Analyses:

Pharmacokmetic parameters of SRP-4045 will be determmed from analyses of multiple plasma and
urme samples collected for each dose level Indwidual plasma levels of SRP-4045 will be hsted with
the correspondmg tmme related to mvestigational drug product admmistration and summary statistics will
be generated by per-protocol time of collection. PK parameters for SRP-4043 will be calculated using
non-compartmental analysis. Actual samplng times will be used m all fmal PK analyses; per protocol
times will be used to calculate mean plasma concentrations for graphical displays. The followmg PK
parameters will be determmed:

®  Comx

o Tomx

e« ALIC

o Vi

.ty

« CL

* MRT

o (Clz

(5
F Awvailable patient characteristics (demographics, laboratory
variables, genotypes, concomitant medications. etc) will be tested as potential covaniates affectng PK

parameters.
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2. SCHEDULE OF EVENTS
The schedule of study events 15 provided m Table 2.
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Table 2: Schedule of Events: Double-Blind Dose Titration with Open-Label Extension
Week SCREN BL/1 2 3 4 5 i} 7 5 9 10 11 12

4 TOD

Visit Window =4 Weeks +1 day
Informed consent/assent X
Inclusion/exchusion Criteria X
MedicalHistory * X
Document DMD Diagnosis X
Whole Blood (Genotype/SNP)® X
aMWT X
Full Physical Fxamination © X X X X
Brief Physical Examination X
Vital signs® X X X X X X X X X X X X X
Height* X X
Wei ht X pe X pe pe
Confirm eligibility X
iii iiiliilii E i
12-lead ECG® X X X X
ECHO® X X
Chnical laborato o X

Plasma/urine for PE X X X

Dosing 4! 4 10 10 20 20 30 30 30 30 30 30
mg/kg | mo'kg | mp'ky | mo'kg | mg/'kg | mo'kg | mo/ke | mg/kg | mp'kg | mp/kg | ma'ks | mo'ks
Weekly mfusions of the above doses orplacebo beginning at Baseline/Week 1

DSMB* [ 1T T T T T T ] ——
Concomitant medications Continuous
AFE monitoring Contmuous
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6MWT=6-minute walk test; AE=adverse event; Bl =Baseline; DMD=Duchemme muscular dystrophy; DSMB=Data Safety Montonng Board, ECG=elec trocardiogram;
E CHO=echocardio zra [N
e ————————————— |

. Iucludes medicationand physiothempeutic intervention history.
® Patients may start dosing based on local genotyping results provided that these results fulfil therequired inclusion criteria; however, all patients must undergo genetic testing to confirmthe

exon 45 skippable mutation and to assess genﬁh{: of disease seventy.
¢ Completephysical examimation to include review appearance, head eyes, ears, nose, and throat (HEENT), heart, lungs, abdomen skin, lymphnodes, musculoskeletal, and
newrological systems.

4 Brief physical examinations will include examination of general appearance, HEENT, heart, chest, abdomen, and skin

* Vital signs include blood pressure, pulse, respirationrate, and temperature. For infision visits, vital signs are to be collected within approximately 30 minutes prior toinfision and

approxmately 5, 30, and 60 mimites after theend of the infusion

Height andulnar length takenat Screening and Week 12, If patient is umable to stand. then height can be calculated using ulnar length as describedin Section10.3.1.

Eandomization (& SREP-4045 + 4 placebo) will occur at Baseline/Week 1 after confirming all eligibality crtenaprior to first dose.

12-lead ECGs and ECHOs will be performed at a consistent time of day throughout the study.

Safet}r labﬂratarj.rassessme:nis must be pe:rﬁ:rmndmth.m! weeks pnm'to theBase]J.nﬂ"‘ﬁ.- eek 1 visit, a.udresults must be Iememdpmrtudﬂsmg. If Screening safety laboratory samples
' ne e ; o ewed before patiants may be dosedat BaselingWeek 1.

oW b

Serial plasma PK sampling will be performed during the double-blind dose-titration period at BaselineWeek 1 and Weeks 3, 5, and 7 at the following time points at the first weekly dose
for each dose level: immediately pre-infision, approximately 5 to 10mimites after completion ofinfusion, andat apl:mmmatel}r 1,15,2,4,6,8,12, 16, and 24 hours after completion of
mfusion. AtWeeks1,3.5,7,and 12, urine for PE sampling will be collected, on a cumulative basis, during the followmg time intervals based on start of infision: 0 tod, 4to 8, 8tol,
and 12 to 24 hours. In addition. at Week 7.urine will also be collected 24 to 36 hours after the start of infusion. Patients will be askedto void their bladders prior to the start infusion

P . -
20 mgkgweek (Weeks 5-6] a.udEUmg."kg(Week ]" tuDE«!‘[B safety Ievww} I'he nitial 4 pmemswl]lbe staggered mtha minimum af?r days bet“eenadmmstrahnns nfﬂm imitial
doses to each of these pahients. Infiisions are to be given according to instructions in the Pharmacy Mamal. Patients are to be closely monitored for at least 1 hour following the completion
of all mfusions.

= DSMBE safety dataevaluationbegins once the last patient has received 2 infusions at 30 mgkg (Week 8). Patients shall continue to receive double-blind treatment (SRP 4045 30 mg'kg or
placebo) until the DSMB completes its review. Based on the results of this review, the Sponsorwill det ermine whether to roll over patients into the open-label extension period
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Table 2: Schedule of Events: Double-Blind Dose Titration with Open-Label Extension, continued

Week 13-1 16 J17-120 |21-| 24 | 25-128 |29-]| 32 | 33-136 |37-]| 48 |49-160 |61-) 72 |73-| 84 | 85-]96 |97-|108]|109-]120
15 19 23 27 31 35 47 590 71 53 05 107 119

Visit Window After transition to open-label SEP-4045: £3 davs such that no 2 infusions are less than 60 hours a

12-lead ECG X X X X X X X X X
ECHO X X X X

Full Physical X X X X X
Fxam *

Brief Physical X X X X X X X X
Examination ¢

Height and ulnar X X X X X X X X X
length ®

Weight X X X X X X Once every 4 weeks

Vital signs Weekly Pre- and Post-Infusion

Safety Lab X X X X X X X X X X X X X
Assessmentis

PE X X X X X X X X

Dosing Weekly Infusions: Patients to recerve placebo or SRP-4045 as randomized until DSMB review and Sponsor determinationof
weekly open-label dose level

Concomitant Continuous

medications

AFE monitoring Continuous

Ab=adverse event; L) =Lata Satety Montonng Board, ECl=electrocardiogram; ECHO=echecardio gram
0

L
* A safety follow-up visit will ocour approximately 4 weeks after the last study infision at the End of Study (EoS) or for Eaty Termination (ET).
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© Full physical examination t o mclude review of general appearance, head, eyes, ears, nose, and throat (HEENT), heart, hmgs, abdomen skin, lymph nodes, musculoskeletal, and
newrological systems.

d Brief physical examination to include examination of general appearance, HEENT, heart, chest, abdomen, and skin.

® Height andulnar length to be collected. If patient is unable tostand, then height can be calculated using ulnar length as described in Section 10.3.1.

f Vital signs include blood pressure, heart rate, respiration rate, and oral temperature. For infission visits, vital signs are to be collected within approximately 30 minutes priorto infusion and
approxmately 5, 30, and 60 mimites after theend of theinfusion If the patient has not experienced an infision reaction after 48 weeks ofopen-label treatment, the Investizatorhas
discretion to collect post-infusion vital signs at 5 and 30 mimates.

E Before patients may begin dosingin the openlabel extension period, safety laboratory assessments must be perfarmed within 2 weeks prior to first dose. If safety laboratory samples were
collected more than 2 weeks pnorto the first open-label extension visit, samples must be collected again and results must be reviewed before dosimg.

At Weeks24, 36,48, 72, 84, 96, 108, and 120

Additional samples will also be ta ¥ : ,pla

serial PK will be obtained immediately pre-infusion, app'mnniel}rS to 10 minutes after completion of the infision, andappmmmately 1, 1 5,2,4,6,8.12, lﬁ and 24 hours after

completion ofthe mfision

All patients will receive open-label treatment with SRP-404 5 at 30 mg/k g (orthe highest tolerated dose as determined during the dose titration) administered weekly. Infusions aretobe

given according to instructions in the Pharmacy Mamal Note that an implnted venous access port may be inserted for treatment admmistration at the discretion of the Investigator.

Patients areto be closely monitored for atleast 1 howr follovang the commpletion ofall infusions. If the patenthas not experienced an infiision reaction after 48 weeks ofopen-label

_ treatment, the Investigator has discretion to reduce the post-infision observation period to 30 mimtes.

1 Home infusions may take place 3 out of every 4 weeks, withthe fourth week conducted at the study site. This schedule is intended to reduce study urden while maintaining ongoing
m-personsurveillance by the study site. Detailed instructions for in-home dosing will be provided in a separate manual to the visiting nurse.

-
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Table 2: Schedule of Events: Double-Blind Dose Titration with Open-Label Extension, continued
Week 120131 | 132 | 133143 | 144 F/U EoS/ ET *
Visit Window After transition to open-label SRP-4045: +3 days such that
no 2 infusions are less than 60 hours apart

12-lead ECG X X

ECHO X

Full Physical Fxam © X X
Brief Physical Fxamination © X

Height and ulnarlength ® X X X
Weight Once every 4 weeks X
Vital signs W eekly Pre- and Post-Infusion X
Safety Lab Assessments & X X X

Dosing ¥ Weekly Infusions: Patients to receive placebo or SRP-4045 as
randomized until DSMB review and Sponsor determin ation of

weekly open-labeldose level

Concomitant medications Continuous

AF monitoring Continuous
AE=adverse event; DSMB=Data Safety Monttonng Board; ECG=electrocardio gram; ECHO=echocardio gram; EoS=end of study; ET=early termination; F/U=follow-up ; S

0 00000000O0O0O0O0O0O0O0O0O0OoOoOoooOO0O0oO__________________________________________________
!nﬂmﬁ -up !! U! !ar !5 u! !& ! !5! 15 appEcaHe !m’ pabents who complete Study 4043-101, but who do not choosetopartidpate in thelong-term extension (LTE) study. A safety

fo Ilcm -up 1..151t m]l occur app'cmmatelvni weeks after the last study m.fusmn at the EaS or far Eaﬂx Tﬂmmahnn (EI'} F U ET is qulm'ed for pahe:n.ts who discontinue prematurely from

® Full physical examinationt o include review of general appearance head, eyes, ears, nose, and throat (HEENT), heart hmgs, abdomen skin lymph nodes, musculoskeletal, and
newrological systems.

? Brief physical examination to inchude examination of general appearance, HEENT, heart, chest, abdomen, and skin_

: He1g]1t andulnar length to be collected. If patientisunable tostand, then height can be calculated using ulnar length as described in Section 10.3.1.
f Vhtal signs include blood pressure, heart rate, respiration rate, and oral temperature. For infission visits, vital signs are to be collected within approximately 30 minutes priorto infusion and
approxmately 5, 30, and 60 mimites after theend of theinfusion If the patient has not experienced an infiision reaction after 48 weeks of open-label treatment, the Investizator has

discretion to collect post-infusion vital signs at 5 and 3 0 mimt es.
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& Befare patla:n.ts ma}‘ begm :hsmgm thgupm-labelextmmonpenﬂd. s-afet_l,.r la'i::n:n::rtm'}r assessments rm:stbe perfmdmth.n 2 meks pnartn ﬁrst dnse If safetylaboratory samples were

* All patients will receive open-label treatment with SEP-404 3 at 30 mg/k g (orthe highest tolerated dose as determined during the dose titration) adminet ered weekly. Infusions aretobe
given according to instructions in the Pharmacy Mamal Note that an implanted venous access port may be inserted fortreatment admimstration at the discretion ofthe Investigator.
Patients areto be closely momtored for atleast 1 howr following the completion ofall infusions. If the patient has not experience d an infusionreaction after 48 weeks of open-label

_ treatment, theInvestigator has discretiont o reduce the post-infirsion observation period to 30 mimites.

! Home infusions may take place 3 out of every 4 weeks, withthe fourth week condocted at the study site. This schedule is intended to reduce study urden while maintaiming ongoing

m-personsurveillance by the study site. Detailed instructions for in-home dosing will be provided in a separate manual to the visiting nurse.
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Table 3: Schedule of Events: Introduction of Open-Label Treatment

Note: Open-label treatment may commence once the DSMB has reviewed double-blind dose-tifration safety data and the Sponsor’s
decssion has been made to proceed. The assessments m Table 3 will occur durmg the first 8 weeks of the open-label study period and
are m addiion to the assessments m Table 2. Duphcate assessments at the same study visit should not be performed.

OPEN LABEL INTRODUCTION
Stmdy week will vary for each patient such that the Open Label Week 1 will be the patient’s next scheduledyisit
after the DSMB review and 5ponsor determination of weekly open-label dose level
Open Label Week OLW1 OL W2 OL W3 OL W4 OL W5 OL Wé OL W7 OL WS
Full Physical Fxamination * X X
Brief Physical Bamination ° X
12-lead ECG X X
Clinical Laboratory Assesaments X* X X X X X X X

DSMB=Data Safety Monitoring Board; FCG=electrocardio gram, Ol~open label, W=week

? Full physical examination t o nclude review of general appearance, head, eyes, ears, nose, and throat (HEENT), heart, hmgs, abdomen, skin Iymph nodes, musculoskeletal, and
newrological systems.

b Brief physical examimation will include examination of general appearance, HEENT, heart, chest, abdomen, and skin

¢ Before patients may begin open-label treatment, safety labomatory assessments must be performed within 2 weeks priorto first dose. If safetylaboratory samples were collected more than
2 weeks prior to the first open-label extension visit, samples must be collected again and results must be reviewed before dosing.
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4. LIST OF ABBREVIATIONS AND DEFINITIONS OF TERMS
The followmg abbreviations, acronyms, and terms are used m this study protocol

Table 4: List of Abbreviations and De finitions

Abbreviation or term | Definition

2D 2-dmmensional

o6MWT 6-Mmute Walk Test

ACE angiotensm-convertng enzyme

AE(s) adverse event

ALT alanme ammotransferase

aPTT actvated partial thromboplastm tmme
angiotensm receptor blocker
aspartate ammotransferase

area under the plasma c oncentration-time curve

Becker muscular dystrophy

body mass mdex

blood urea nitrogen

degrees Celsms

College of American Pathologists

compact disc

Code of Federal Regulations

creatme kinase

Chmical Laboratory Improvement Amendments

total clearance

urmary clearance

maximum plasma concentration

case report form

contract research organzation

C-reactve protem

CSR clnical study report

DMD Duchenne muscular dystrophy
DNA deoxyribonucleic acid

DSMB Data Safety Monttormg Board
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Table 4: List of Abbreviations and De finitions

Abbreviation or term | Definition

ECG electrocardiogram

ECHO echocardiogram/echocardiography

eCRF electronic case report form

EDC electronic data capture

EF ejection fraction

EoS end of study

ET early termmation

FDA Food and Drug Admmmstration

FVC forced vital capacity

GCP Good Chnical Practice

GGT gamma ghitamyl transferase

HEENT head, eyes. ears, nose, and throat

hGH human growth hormone

HIPAA Health Insurance Portability and Accountability Act

ICF mformed consent form

ICH International Council on Harmomsation

IEC Independent Ethics Committee

IND Investigational New Drug

INR International Normahzed Ratio

1P mvestigational product

IRB Institutional Review Board

v mtravenous

KIM-1 kidney mpury molecule 1

LDH lactase dehydrogenase
N

LTE long-term extension

LVEF left ventracular ejection fraction

MedDERA Medical Dictionary for Regulatory Activities

MLPA

multiplex hgation-dependent probe amphfication




Sarepta Therapeutics, Inc.
Protocol No. 4045-101. Version 4.0

Page 26 of 70

Table 4: List of Abbreviations and De finitions

Abbreviation or term | Definition

MMWER Morbidity and Mortality Weekly Report

mENA messenger ENA

MRT mean residence time

NOAEL no observable adverse effect level

PBS phosphate-buffered salne

PDE-5 phosphodiesterase type 5

PE physical exammation
...

P1 Principal Investigator

PK pharmacokmetic(s)

PMO phosphorodianmdate morpholnoe ohgomer
...

PT preferred term

RINA ribonucleic acid

RBC red blood cell

SAE serious adverse event

SAP statistical analysis plan

Sarepta Sarepta Therapeutics, Inc.

SNP smgle nucleotide polymorphism

S0C system organ class or standard of care

SRP-4045 mvestigational drug product for exon 45 skippmg
SUSAR suspected unexpected senous adverse reaction
1 elmmation half-hfe
TEAE treatment-emergent AE
T time to maxmum plasma concentration
fas volume of distribution at steady-state
ULN upper lmtt of normal
us United States
WBC white blood cell (count)
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S. INTRODUCTION
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5.4. Rationale for the Current Study

The rationale of the current study 1s fo assess the safety and tolerability of SRP-4045 for the first
tme m a chmcal settmg. In addiion, this study will evalate PK of SRP-4045, as well as assess
EEEEEE cificacy endpomts m DMD patients amenable to skippmg exon 45
and will be used fo establish the dose for use m further clmcal trials with SRP-4045.
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6. STUDY OBJECTIVES
6.1. Primary Objective

e To evaluate the safety and tolerability of 4 escalatmg IV doses (4, 10, 20, and
30 mg/ke) of SRP-4045 adnumstered once weekly for at least 2 weeks per dose level
as compared to placebo.

6.2. Secondary Objective
e To determme the PK profile of 4 escalatmg doses of SRP-4045.
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7. INVESTIGATIONAL PLAN

7.1. Overall Study Design

This 15 a first-m-human, multicenter, mmitiple-dose study designed to assess the safety,
tolerability, and PK of once-weekly IV mfusions of SRP-4045 m ambulatory patients with
genotypically confrmed DMD characterized by deletions amenable to exon 45 skippmg (eg,
deletions of exons 12-44, 18-44, 44, 46-47, 46-48, 46-4946-51, 46-53, or 46-55). This study
will be conducted at approxmimately 4 study centers as a randonuzed, double-blind,
placebo-controlled, dose-fitration evalation of 4 dose levels of SRP-4045 (4, 10, 20, and

30 mg/ke admmistered weekly for a mmmmm of 2 weeks per level) compared to placebo over
approxmmately 12 weeks. The double-blnd dose-titration period will be followed by an
open-label extension period evalatmg the safety and efficacy of SRP-4045 30 mg/kg (or the
highest tolerated dose as determmed durmg the dose titration) admumstered weekly through
Week 144 After completmg the open-label extension period, ehgible patients may enter a
planned long-term extension (LTE) study for extended treatment. All actwvities for these subjects
will be outlmed m a LTE study protocol

The total study duration will be approxmmately 152 weeks, encompassmg a Screenmg period (up
to approxmmately 4 weeks), a double-blind dose-titration period followed by an open-label
extension (up to 144 weeks), and a 4 week post-freatment safety follow-up. Follow-up for end
of study 1s apphcable for patients who complete Study 4045-101, but who do not choose to
participate m the LTE study. A safety follow-up vist will occur approxmmately 4 weeks after the
last study mfusion at the end of study or for early termmation Follow-up for early termmation 1s
required for patients who discontmue prematurely from Study 4045-101. Patients who complete
Study 4045-101 per protocol and who roll over to the LTE study will not requmre a follow-up
visit for Study 4045-101.

Non-ambulatory DMD patients or DMD patients unable to walk 300 meters or more on the
6MWT will particpate m an up to approxmately 4-week Screenmg period to ensure ehgibility
prior to randommzation to SRP-4045 or placebo. An echocardiogram (ECHO) and
electrocardiogram (ECG) will alko occur durmg Screenmg. A DNA sample to confrm the
genetfic deletion and

, and blood and urme samples for chmcal laboratory

e e c———————— |

testng will be taken. |
e
.
I . {1
physical exammation will be conducted durmg Screenmg. Ehgible patients who have

out-of-frame deletions that may be corrected by skippmg exon 45 will be randonuzed to receme
once-weekly IV mfusions of SRP-4045 or placebo. Twelve patients will be randommed (2:1) m
double-blinded fashion to recerve SRP-4045 (n=8) or placebo (n=4). Patients will recerve a
once-weekly IV mfusion of SRP-4045 or placebo at escalatmg dose levels, each for at least

2 weeks: 4 mp/kg at Weeks 1 to 2; 10 mg/kg at Weeks 3 to 4; 20 mg'kg at Weeks 5 to 6; and

30 mg/kg begmnmg at Week 7. Referto Section 7.2.3 for spectfic details regardmg spacmg of
mitial doses between patients durmg dose tiration Durmg the dose titration period of the study,
dosmg will be mterrupted or halted if specific predefmed stoppmg criteria are met or if otherwise
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warranted at the discretion of the Sponsor or Investigator. Once the last patient has recewed

2 mfusions at 30 mg'ke (Week 8), an mdependent Data Safety Monttormg Board (DSMB) will
review cumulative safety data. Rewview by the DSMB 1s necessary for advismg the Sponsor
about whether the safety data allow for longer-term dosmg with SRP-4045. Patients will
confmue to recemve ther randomized treatment (SRP-4045 or placebo) m a binded fashion until
the DSMB review 15 complete. Based on the results of this review, the Sponsor will determme
whether to roll over patients mfo the open-label extension peniod. Durmg the open-label
extension, patients will recerve SRP-4045 at 30 mg/kg (or the hiphest tolerated dose as
determmed durmg the dose tifration) weekly.

Patients will undergo routme safety evalnations. Adverse events (AEs) and concomitant
medications will be monttored and documented contmually over the course of the study.

Plasma samples for

.
seral PE determmation will be collected at Baselne/Week 1 and Weeks 3. 5. 7. and 60. Urme

2 ¥ 7

samples for seral PK determmation will be collected at Baselnme/Week 1 and Weeks 3, 5, 7,

and 12. S
-

e
.
An ECG will be performed at Screenmg, Baselne/Week 1, Week 7, Week 12, and, then every
12 weeks. An ECHO will be performed at Screenmg, Week 12, and, then every 24 weeks.
Chmcal laboratory assessments will be performed at Screenmg, Baselme/Week 1, Weeks 2-9,
Week 12, then, every 4 weeks to Week 36, and, then every 12 weeks. Vital sions will be
assessed weekly pre- and post-mfusion Height will be assessed at Screenmg and, then, every
12 weeks. Weight will be assessed at Screenmg, Baselne/Week 1, and, then, every 4 weeks. A
full physical exam will be conducted at Screenmg, Baselme/Week 1, Week 4, Week 12,

Week 24, and, then, every 24 weeks. A bref physical exam will be conducted every 4 weeks
(except at times of a full physical exam) to Week 36 and, then, every 24 weeks.

Additional safety assessments will be performed durmg the first 8 weeks of open-label treatment,
as specified m m the Schedule of Events (Table 3).

All assessments are specified m the Schedule of Events (Table 2 and Table 3). Figure 1 5a
schematic of the study design
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Figure 1: Study Design Sche matic
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7.2. Dose Selection Rationale




Sarepta Therapeutics, Inc.
Protocol 4045-101, Version 4.0 Page 34 of 70

7.3. Study Endpoints

The followmg study endpomts will be evalmated m flus study. Descriptions of all study
assessments and procedures are provided m Section 10.

The primary endpomt s assessment of the safety of SRP-4045 durmg the double-blnd
dose-titration period accordmg to the followmg:

# Incidence of AEs
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e Incidence of clmical laboratory abnormalfies (hematology, chemustry, coagulation
urmalysis)

e Incidence of abnormahties m vital signs and physical exammations

e Clmecally significant worsenmg of ECGs and ECHO

The secondary endpomt 15 to determme the PK profile of SRP-4045 durmg the double-blmd
dose-titration period:

e Maxmum plasma concentration (Cpa)

e Tme to maxmmm plasma concentration (Tpa)

e Areaunder the plasma concentration-curve (AUC)
e Apparent volume of distribution at steady state (V..)
s Elmmation half-hfe (t.;)

s Total clearance (CL)

e Mean resudence time (MRT)

e Urmary clearance (CLg)

7.4. Discussion of Study Design
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7.43. Choice of Endpoints
This 15 a Phase 1 chmcal study to evaluate the safety, tolerability, and PK of SRP-4045.

were chosen for ther relevance to DMD. R o chosen based on
the disability level expected m the study population
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8. PATIENT POPULATION AND SELECTION
8.1. Inclusion Criteria

Patients must meet all of the followmg mchision critera to be ehgible for this study.
1. Males aged 7 to 21, mchistve.

2. Estabhshed chmcal diagnosss of DMD with a deletion amenable to exon 45 skippmg (eg,
deletions of exons 12-44, 18-44. 44. 4647, 4648, 46-49, 46-51, 46-53, or 46-55) as
documented by a genetic report from an accredited laboratory confrmmg deletion
endpomts by mmltiplex hgation-dependent probe amplification (MLPA) or sequencmg.

3. Stable cardiac and pulmonary function that, m the Investigator’s opmion, 1 unhkely to
decompensate over the duration of the study.

4. Non-ambulatory, or mcapable of walkmg =300 meters on the 6-Mmute Walk Test
(6MWT).

5. Onastable dose of oral corticosteroids for at least 24 weeks prior to study drug
admmustration and the dose or dose equivalent 15 expected to remam constant (except for
modifications to accommodate changes m weight) throughout the study, OR has not
recetved corticosteroids for at least 24 weeks prior to study drug admmsstration and does
not expect to start corticosterowds throughout the study.

6. Patients who are post-pubertal and sexually active must agree to use, for the entwe
duration of the study and for 90 days post last dose, a male condom and the female
sexnal partner must also use a medically acceptable form of bwrth control (eg, oral

confraceptive).

7. Able tounderstand and comply with all study requrements, m the Investigator’s opinion,
or if under the age of 18 years, mmst have (a) parent(s) or legal guardian(s) who s/are
able to understand and comply with all the study requrements.

8. Wilng to provide mformed consent to participate m the study, or if under the age of
18 years, willmg to provide mformed assent, if apphcable, and has (a) parent(s) or legal
guardian(s) who s/are willng to provide written mformed consent for the patient to
participate m the study.

8.2. Exclusion Criteria

Patients who meet any of the followmg criferia will be exclnded from this study.

1. Use of any pharmacologic treatment (other than corticosteroids) withm 12 weeks prior to
Baselme/Week 1 that nught m the Investigator’s judement have an effect on mmscle
strength or finction (eg, growth hormone, anabolc steroids). (Current growth hormone
treatment for short stature will be allowed if medically mdicated.)

2. Current or previous treatment with the expermental agents SMT C1100 (BMN-195) or
PRO045 at any fume_

3. Use of other RNA anfisense or gene therapy agents.
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4. Curent or previous treatment with any other expermmental treatment (other than
deflazacort) withm 12 weeks prior to Baselne/Week 1 or participation m any other
mterventional clnical trial withm 12 weeks prior to Baselme/Week 1.

5. Use of any ammoglycoside antibiotic or statm withm 12 weeks prior to Baselne/Week 1
or anticipated need for an ammoglycoside antibiotic or statm durmg the study.

6. Inmhiation or change of dosmg (except for modifications to accommodate changes m
weight) withm 12 weeks prior to Baselne/Week 1 and/or anticipated need for a change m
dosmg (except for modifications to accommodate changes m weight) durmg the study for
any of the followmg: angwotensm-converting enzyme (ACE) mhibttors, angiotensm
receptor blockmg agents (ARBs), p-blockers, potassmm

7. Inmhation or change of dosmg withn 12 weeks prior to Baselne/Week 1 and/or
anticpated need for a change m dosmg durmg the study for over-the-counter preparations
such as herbal/non-herbal supplements, vitamms, mmerals, and homeopathic
preparations.

8. Left veninicular ejection fraction (LVEF) <40% on the Screenmg ECHO, and/or QTcF
>450 msec on the Screenmg ECG.

9. Forced vital capactty (FVC) <50% of predicted value at Screenmg and/or
Baselme/Week 1, and/or requrement for nocturnal ventilation

10. Major surgery withm 3 months prior to Baselne/Week 1 or planned surgery for any tme
durmg this study.

11. Presence of other clmcally sipnificant illness mchlidmg cardiac, pulmonary, hepatic,
renal hematologic, mwmmologic, or behavioral disease, or mahenancy.

12. Any other condition that, m the Investigator’s opmion, could mterfere with the patient’s
participation m the study.
8.3. Completion ofa Patient’s Participation and Overall Study
Completion

The length of a patient’s participation m the double-blind dose-titration period of the study will
be from the time that the mformed assent/consent forms are signed until approxmmately 4 weeks
after the last patient enrolled m the study receved 12 weekly doses of double-blind treatment.
Based upon the fmdmgs of the DSMB m its review of dose-titration safetydata, the Sponsor will
determme whether to roll over patients onto open-label treatment with SRP-4045 at 30 mg/kg (or
the highest tolerated dose as determmed durmg the dose tiration). Treatment will contmue until
Study Week 144, such that the last patient enrolled will have receved approxmately 128 weeks
of open-label SRP-4045.

After completion of treatment, patients will return for a post-treatment safety visit approxmately
4 weeks after therr last study mfusion. The study will end once the last patient has completed hus
last study vistt.

Follow-up for end of study 1s apphcable for patients who complete Study 4045-101, but who do
not choose to particpate m the LTE study. A safety follow-up wist will occur approxmately 4
weeks after the last study mfusion at the end of study or for early termmation. Follow-up for
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early termmation s requmred for patients who discontmue prematurely from Study 4045-101.
Patients who complete Study 4045-101 per protocol and who roll over to the LTE study will not
require a follow-up wistt for Study 4045-101.

8.4. Patient Withdrawal Criteria

Any patient can decide to withdraw from study particpation at any time for any reason. In
addifion, the study Sponsor may decide to stop the study participation of any patient as deemed
necessary. The Prmeipal Investigator (PI) may also stop the study participation of any patent at
any time. Reasons for study withdrawal melude but are not hmited to:

e The patient was erroneously mchided m the study (1e, was found to not have met the
ehgibility criteria specifically as it related to having a confrmed mutation amenable
to exon 45 skippmg.

e The patient expenences an mtolerable AE.
e The patient 15 unable to comply with the requements of the protocol

The Investigator or study staff will document the reason(s) for freatment discontmuation m
source documents. Patients who recerve at least one (1) dose of mvestigational drug product
who are withdrawn from treatment will be asked to complete all early termmation assessments
withm 30 days of withdrawal These assessments will mchide those hsted for Week 144 and for
the 4-week safety follow-up/close-out assessments (Table 2). In the case of duphcate
assessments at Week 144 and the Follow-up wistt, only Follow-up visit assessments should be
performed. Patients who withdraw from the study will not be replaced.
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9. TREATMENT OF PATIENTS
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9.6. Administration of Investigational Drug Product

Refer to the Pharmacy Mamual for specific mformation regardmg the admmustration of
mvestigational drug product.

Durmg the double-blind dose-tifration period, eligible patients will be randommred (2:1) to
recerve SRP-4045 (n=8) or placebo (n=4) (Section 7.2). Patients will recewe a weekly IV
mfusion of SRP-4045 or placebo at escalatmg dose levels, each for atleast 2 weeks: 4 mg/kg m
Weeks 1-2; 10 mg/ke m Weeks 3-4; 20 mg'kg m Weeks 5-6; and 30 mg/ke begmnmg on
Week 7.

Durmg the open-label extension period, all patients will receive open-label treatment with
SRP-4045 30 mg/ke weekly at the study site or at home.

The dose of SRP-4045 will be calculated based on the most recent patient weight obtamed at the
site prior to the current vist. Infusion solitions of SRP-4045 are to be prepared by followmg the
steps detailed m the study-specific Pharmacy Mamal

Durmg the double-blnd dose-tifration period, patients, parents/caregivers, and study staff not
mvolved with drug product preparation will be blinded to patients’ treatment assignments.
Throughout the study, study treatment will be adnmmstered by qualfied study staffas an IV
mfusion over a period of approxmately 35 to 60 mmutes. It 15 recommended that a topical
anesthetic cream (eg, hdocame 2 5%, prilocame 2 5%, LMX4 cream, or other topical anesthetic
cream per the Investigator’s discretion) be apphed to the mfusion site prior to each
admmustration of study treatment. Addiional admmustration and IP details are available m the
study-specific Pharmacy Manual

An mplanted venous access port may be mserted for study treatment admmistration at the
discretion of the Investipator. After study treatment adnmmstration and the salme flush the port
may be flushed with heparm to heplock the port prior to removal of the mfusion lme. If study
treatment 15 admmistered mfo an existmg IV lme, the lme must be flushed with normal salme
before and after adnmustration of study treatment.

No other medication may be admmistered concomitantly durmg mvestigational product
mfusions, except for heparm if mfusion s via mtravenous port.
All patients will be closely monttored for at least 1 hour followmg the completion of each
mfusion If the patient does not have any mfusion reactions after 48 weeks of open-label
treatment, the Investigator has discretion to reduce the post-mfusion observation period to
30 mmutes. The followmg gwmdelnes for the tmmg of dosmg are to be followed throughout the
study:

1. Patients should recemve study treatment once every 7 days startmg at the Baselme/Week 1

a. After the first mfusion for the duration of the double-blind placebo-controlled period,
a wmdow of +1 day around the scheduled weekly dosmg date (referenced back to the
first dose at Baselme/Week 1) s acceptable.

b. Duwrmg open-label dosmg, a wmdow of +3 days around the scheduled weekly dosmg
date (referenced back to the first dose at Baselme/Week 1) 15 acceptable.
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2. Patients may not recemve 2 separate doses of study freatment withmn the same 60-hour
period.
3. The Medical Monittor 15 to be contacted m the event of a nussed dose.

Referto Section 9.7 for dosmg consierations mchdmg dose mterruption, safety review, and
stoppmg rules.

9.7. Dose Modification, Reduction, or Delay

There 15 no provision for dose alteration m this study. If a patient experiences an AE that
requires mferruption of admmustration of mvestigational drug product for =2 weeks, the
Investigator will consult with the Medical Monitor to determme whether the patient may resume
treatment or whether he needs to be excluded from further dosmg  Refer to Section 9.8.2 for
safety monttormg procedures for dose escalation.

9.8. Safety Considerations

0.8.1. General Safe ty Pre cautions

This study 1s bemg conducted at chmecal trial centers equipped with state of the art medical
equpment. Tramed medical personnel will be present durmg the entre dosmg period and for at
least 1 hour after each dose to monttor eachpatient. If the patient has not experienced an
mfusion reaction after 48 weeks of open-label treatment, the Investigator has discretion to reduce
the post-mfusion observation period to 30 mmutes. Resuscitation equpment will be readily
available for mmediate use durmg dose admumstration and follow-up, and patients will not be
allowed to leave the chme wnfil the mvestigator or designated physician has ascertamed that they
can do so safely.

Safety assessments will melude routme chmcal and laboratory evalmations. Referto
Section 9.8.2 and to the schedules of events (Table 2). In addibion, ECGs and ECHOs will be
performed as outlned m the schedules of events.

The most bkely potential drug-related AEs based on the nonclnical safety profile of SRP-4045
are expected to be related to renal function These potential events are readily momitored through
assessment of protem m the wrme and by monformg changes m serum creatmme and/or blood
urea nifrogen (BUN). In addiion, serum cystatm C will be used as a safety biomarker for renal
clearance due to the mherently low creatmme levelk m DMD patients. Kidney fimction will ako
be assessedusmg the urme biomarker kidney mpry mwolecule-1 (KIM-1) (Han 2002).
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0.8.2. Safety Monitoring During Dose Titration

Safety data review mchiding AFEs and laboratory assessments will be performed on an ongomg
basss. The followmg procedures will be mplemented to mmmie the risk to study patients
durmg dose fitration.

e All serous adverse events (SAEs), regardless of relatedness, will be reported by the

Investigators to the Sponsor mmediately and no more than withm 24 hours of
occurrence.

e All AFEs classified as possibly/probably or defmitely related to mvestigational drug
product, regardless of severity, will be reported by the Investigators to the Sponsor
mmedately, withm 48 hours of occurrence.

e The Medical Momtor will review safety data meludng chmeal and laboratory
mformation on an ongomg basis. Summary reports of these reviews will be
distributed as warranted to all participatmg Investigators, specifically when
treatment-related AEs have been reported.

e Pror to dose admmsstration, the Investigator will review all AEs and all laboratory
values for the specific patient and will proceed with dosmg only if he or she deems
that it 15 safe to do so based on all available mformation

0.83. Stopping Rules

Safety data review mchiding AFEs and laboratory assessments will be performed on an ongomg
basss. The stoppmg rules discussed m this section will apply only to the dose tiration period of
the study. If dosmg of an mdnadual patient 15 suspended durmg the open-label period, the
Investigator will consult with the Medical Monttor to determme whether the patient may resume
treatment or whether he needs to be excluded from further dosmg

Durmg the study, sites are required to report all AEs as defmed m Section 9.8 2 and Section 10.4.
If safety concemns arise at any time, dosmg may be stopped until these concerns have been
addressed. Dosmg will be mterrupted to allow for review of cummlatve safety data by the
DSMB 1f any of the followmg conditions are met:
e =2 severe AEs or =3 moderate AEs considered to be possibly/probably or defmitely
related to mvestigational drug product
e Any SAE considered to be possibly/probably or defmitely related to mvestigational
drug product
e >2 patients develop 2 consecutive serum creatmme levels >2X ther respectve
average pre-treatment vahies

e >2 patients develop 2 consecutive mstances of unexplamed protem m wrme >2+
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e Any unexplamed gamma ghitamyl transferase (GGT) >3X upper it of normal
(ULN) m combmation with bilrubin >2X ULN

e 2 consecutive mstances of unexplamed actated partial thromboplastn tmme (aPTT)
=45 seconds m the same patient

Durmg the dose titration period of the study, the DSMB will be notified by the Sponsor withm
24 hours of the Sponsor learnmg of any of the events hsted above. Dosmg may also be
mterrupted or halted if warranted at the discretion of the Sponsor or Investigator. Any decisions
related to dose adustment, delay, or stoppmg durmg dose tiration will be commmuucated by the
Sponsor to all sites mmediately. In addiion, Investigators may, m the event of an emergency,
dmectly contact ther peers at other sites to commumnicate safety concerns.

9.84. Data Safety Monitoring Board

An mdependent DSMB will be employed to review all available safety data for all patients at the
time pomt when the last patient has completed 2 mfusions at 30 mg/'kg (approxmately Week 8).
This aggregate data review will be binded unless the DSMB specifically requests unblndmg at
the patient or group level based on safety data summanes. The DSMB will be charged with
advismg the Sponsor about whether transfionmg mto the open-label extension period of the
protocol 15 appropriate based on agpregate safety data from the double-blind dose-tiration
period. Based on the results of the DSMB review, the Sponsor will determme whether to roll
over patients mto the open-label extension period.

Any decsion to mterrupt, restart, or discontmue the study will be made by the Sponsor m
consultation with the DSMB._

A formal DSMB meetmg may be convened at any time 1f requested by the Sponsor of this study.
The DSMB charter will provide further detail on the meetmg and decsion-making process
mvolvmg the DSMB.

The outcome of any DSMB meetmg will be commmmcated to the Investigators by the Sponsor.
The relevant regulatory authorities will be promptly notified of study suspension or
discontmuation related to safety concerns. Any suspension or discontmuation of the trial for any
reason will also be promptly reported to the relevant Institutional Review Boards (IRB)/
Independent Etlucs Commuttee (IEC).

9.9. Randomization and Blinding

991. Randomization

After qualifymg for study entry, DMD patients with a deletion confrmed as amenable to exon 45
slkappmg will be randomized usmg a 2:1 ratio to ether SRP-4045 (8 patients) or placebo
(4 patients). Randommation will be performed prior to dosmg at Baselne/Week 1.

9.92. Blinding for Dose Administration

This study mchudes a double-bhind, placebo-controlled dose-titration period of at least 12 weeks
durmg whuch all patients, parents, Investigators, and site staff not mvolved with drug product
preparation will be biinded to treatment assignment. A double-blnd, placebo-controlled study
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design will be used to reduce potential bias durmg data collection and evaliation of outcome
parameters.

Eight patients will recerve weekly IV doses of SRP-4045, and 4 patients will receve weekly IV
doses of placebo m a blnded fashion until approxmately 4 weeks after the last enrolled patient
recerved 12 weeks of treatment. Only mdwviduals (ie, the quakfied pharmacsst and back-up
pharmacsts) who are authorized to verify dose and dose assienment will be unblnded to
treatment assignment. These mdmwiduals will not have mteraction with study participants and
will be mstructed not to dvulge randonuzation assignment to others under any crcumstances,
unless drected to do so by the Investicator m the mterest of patient safety.

9.93. Unblinding Procedures

In the event of a medical emergency wherem the knowledge of the subject’s treatment
assignment may mfluence chmeal decision-making, the Investigator has the option to unblmd
treatment assignment.

The reasons for any unblnding nmist be noted m the source documentation The Investigator
must not disclose mformation about treatment assignment to anyone who does not need the
mformation due to ther dwect mvolvement m patient care.

If deemed necessary, the DSMB may request to review unblnded safetydata for one or more
patients at any time to ensure the safety of any mdvidual patent or the study population asa
whole. Data access will be restricted to DSMB members.

Repulatory authoriies and/or the IRB/TEC may request the unblnding of one or more patients’
data at any tmme_
9.10. Prior and Concomitant Medications and Therapeutic Procedures

The followmg therapies may be used prior to enrollment/randomization and throughout the study
at the discretion of the Investigator. However, attempts should be made to keep the dosage
constant throughout the treatment period, exceptto accommodate changes m weight.

e Oral corticosteroids for treatment of DMD mchidmg, but not nited to predmsolone
and predmsone

¢ Oral ACE miubttors mchding but not hmited to permdopril and hsmopril
e Oral p-blockers mchudmg but not mited to carvedilol and atenolol

e Angotensm-receptor blockers mclidmg but not hnited to losartan, wbesartan
vakartan, and candesartan

e Oral laxatves mchuding but not nuted to lactulose, Senokot, and Movicol
e Viamm D and calcmm supplements

¢ Alendronate (Fosamax) or other bisphosphonates used to treat
osteoporosis/osteopenia by mhibiting osteoclasts.

e Over-the-counter preparations such as herbalnon-herbal supplements, vitamms,
mmerals, and homeopathic preparations
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Other concomitant medications (excludmg other RNA-antisense or gene therapy agents) may
also be taken, if, m the opmion of the mvestigator, they are not deemed to mterfere with study
procedures or the mvestigation of SRP-4045 m this study. Every attempt nmst be made to keep
the dosage constant throughout the study period.

The followmg therapies are not permifted durmg the conduct of this study:

9.11.

Systemic or oral steroids for non-DMD conditions
Investigational agents for the treatment of DMD

Any medication with the potential to affect nmscle mass, strength and/or fimction,
such as, but not hmited to, growth hormone (hGH) and phosphodiesterase type 5
(PDE-5) mhubitors unless documented as medically necessary (eg, hGH prescribed by
pediatric endocrmologist for treatment of short stature)

Immunosuppressants (other than oral or systemic corticosterowds, as outlmed)

Systemic ammoglycoside antibiotics (unless discussed and agreed upon with the
Investigator and the Medical Monttor)

Statms (unless discussed and agreed upon with the Investigator and Medical Monitor)

Treatment Compliance

Treatment comphance with scheduled weekly mfusions will be documented on the case report
form (CRF).
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10. STUDY ASSESSMENTS
Schedules of study events are provided m Table 2 and Table 3.

10.1. Screening Assessments

Written mformed consent and assent will be obtamed from the patient and/or parent as needed,
by the Investigator or delegated study staff durmg the Screenmg period. The Investigator and
study staff will also review all mchision and exclusion criteria, medical history, medication
history, physiotherapeutic mtervention history, and documentation of DMD diagnosis durmg the
Screenmg period.

In addition, at the Screenmg wistt, all patients will undergo additional pre-treatment tests and
procedures accordmg to the ttmmg on the schedules of events (Table 2). These tests and
procedures are hsted below.

e Whole blood for genotype/smgle nucleotide polymorphism (SNP)

e The 6MWT (ATS 2002) will only be performed at the screenmg vist to determme
ehgibility (Table 2). Patients will be asked to walk a set course of 25 meters for

6 mmutes (timed) where the distance walked (m meters) will be recorded.

e Full physical exammation (Section 10.3.2)
e Vital signs (Section 10.3.1), as well as heioht and weight

s 12 lead ECG (Section 10.3.5.1)

e ECHO (Section 10.3.5.2)
¢ Blood and urme samples for chmeal laboratory assessments (Section 10.3.3)

10.2. Baseline/Week 1 Assessments
The followmg Baselme/Week 1 assessments must be performed and resulfs reviewed prior to
randomization to confirm the patient 1s still ehgible:

e Full physical exammation (Section 10.3.2)

Once study ehgibilty hasbeen confirmed at the Baselme/Week 1 visit, patients will be
randomized (2:1) to blnded treatment with SRP-4045 or placebo. Patients will begm dosmg at

Baselme/Week 1 (Table 2).
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Additional assessments to be performed at Baselne/Week 1 prior to dosmg mehide:
s ECG (Section 10.3.5.1)

e Clmcal laboratory assessments

e Pre-dose PK sample collection
Assessments to be performed at Baselne/Week 1 after dosmg mchude:
# Plasma and wrme collection for PK (Section 10.5)

e Post-mfusion vital signs and observation period
Samplmg for PK will be performed accordmg to the procedures and times outlned m
Section 10.5 and Table 2.

10.3. Safety Assessments

103.1.  Vital Signs including Weight and Height

Vital signs mchiding oral temperature, heart rate, respratory rate and blood pressure as well as
height and weight will be measured at the time pomts specified m the schedule of events
(Table 2).

For mfusion visits, vital signs are to be collected withm approxmmately 30 mumites prior to the
start of the mfusion, and approxmmately 5, 30, and 60 mmutes after the end of the mfusion (e,
after mvestipational product has been flushed through the IV Ime). If the patient has not

experienced an mfusion reaction after 48 weeks of open-label treatment, collect vital siens prior
to mfusion and at 5 and 30 mmutes post-mfusion.

Vital signs will be performed after patients have remamed seated for 5 mmutes. Pulse rate and
respratory rate are to be measured over 1 mmute.
Temperature 15 to be reported m degrees Celsms (°C).
Weight s to be reported m kilograms. If a patient’s weight varies by more than 10% from the
prior vistt, the patient 1s to be re-weighed to confirm the result, and an explanation of the change
must be documented.
Heieht 1s to be measured with shoes off. Ulna length should be collected measured when height
15 obtamed for all patients. If standmg height cannot be obtamed, height 1 to be calculated usmg
the followmg equation (Gauld 2004) for entry mto the sprometry system:

Height (cm) = 4.605U + 1.308A + 28.003

where U 15 the length of the ulna m centimeters measured usmg an anthropometer or calpers,
and A 15 the patient’s age m years.
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103.2.  Physical Examination

Physical exammations will be performed by the Investigator or quabfied study staff prior to dose
admmustration accordmg the schedule of events durmg the dose-fitration and extension study
period (Table 2) and the open-label mtroduction study period (Table 3). The assessments m
Table 3 will occur durmg the first 8 weeks of the open-label treatment period and are m addition
to the assessments m Table 2. Duphcate assessments at the same study vistt should not be
performed.

A full physical exammation will melide review of general appearance, head, eyes, ears, nose,
and throat (HEENT), heart, lings, abdomen, skm lymph nodes, musculoskeletal and
neurological systems. A brief physical exammation will melide exammation of general
appearance, HEENT, heart, chest, abdomen, and skm.

103.3.  Clinical Laboratory Assessments

All laboratory assessments, with the exception of PK samplng, must be performed prior to dose
adnmstration for all treatment visits.

Routme chmcal laboratory testmg will occur accordmg the schedule of events durmg the
dose-tiration and extension study period (Table 2) and the open-label miroduction study period
(Table 3). The assessments m Table 3 will occur durmg the first 8 weeks of the open-label
treatment period and are m addiion to the assessments m Table 2. In the case of a duphcate
assessment specified by Table 2 and Table 3 at the same study vistt, only one assessment should
be performed.

Durmg Screenmg, safety laboratory assessments mmst be performed withm 2 weeks prior to the
Baselme/Week 1 wvistt, and results mmst be reviewed prior to dosmg. If Screenmg safety
laboratory samples were collected more than 2 weeks prior to the Baselme/Week 1 vist, samples
must be collected agam and results must be reviewed before patients may be dosed at
Baselme/Week 1.

Before patients may begm dosmg m the open-label extension period, safety laboratory
assessments must be performed withm 2 weeks prior to first dose, and the results of those labs
reviewed prior to first dose. If safety laboratory samples were collected more than 2 weeks prior
to the first open-label extension vis#t, samples must be collected agam and results must be
reviewed before dosmg.

Laboratory results will be analyzed by an accredited central laboratory selected by the Sponsor
(Sarepta Therapeufics). Assessments and shipment will be prepared accordmg to the Laboratory
Manual provided for the study. Specific laboratory parameters to be analyzed are presented m
the subsections below.
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10.3.3.1. Hematology

Hematology parameters to be analyzed mclude the followmg:

Red blood cells (RBC) Lymphocytes
White blood cells (WBC) Monocytes
Hemoglobm Eosmophils
Hematocrit Basophils
Neutrophils Platelets

10.3.3.2. Coagulation

Coagulation parameters to be analyzed mchude the followmg:

Prothrombin time

International Normahzed Ratio (INE)

Actvated partial
thromboplastm time (aPTT)

10.3.3.3. Serum Chemistry

Serum chenustry parameters to be analyzed mchide the followmg:

Sodmm Alkalne phosphatase

Chloride Amylase

Potassmum Alanme ammotransferase (ALT)
Calcmum Aspartate ammotransferase (AST),
Glucose Gamma-ghutamy] transferase (GGT)
Creatmine Lactase dehydrogenase (LDH)
Blood urea nitrogen (BUN) C-reactve protem (CRP)

Albumin Creatme kmase (CEK)

Uric acxd Total bitrubm

Cystatm C

10.3.3.4. Urinalysis

The followmg parameters will be analyzed:

pH Urine microscopy

Specific gravity Hemoglobin

Protem Kidney mpury molecule-1 (KIM-1)
Glucose Ketones

Any laboratory value(s) outside of the current reference range will be flagged.
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103.4. Concomitant Medications and Physiotherape utic Intervention

Conconutant medications, changes m dosage of concomitant medications, and concomitant
therapies will be reviewed and recorded at each vistt (Table 2) from the tme the
parent(s)/guardian(s) sign(s) the mformed consent and the patient signs the assent form (iff
apphcable). Information on any physiotherapeutic mtervention must be collected m detail for this
study.

103.5.  Other Safety Assessments

103.5.1. Electrocardiogram (ECG)

A 12-lead ECG will be performed at the time pomts specified m the schedule of events for the
dose-tiration and extension study period (Table 2) and the open-label miroduction study period
(Table 3). The assessments m Table 3 will occur durmg the first 8 weeks of the open-label
treatment period and are m addiion to the assessments m Table 2. Duphcate assessments at the
same study visit should not be performed.

ECGs are to be performed at a consistent time of day throughout the study. ECGs will be
performed only after the patient 15 postioned supme, restmg, and 5 quet for a mmmmm of

15 mmutes. The ECG will be manually reviewed and mterpreted by medically quahfied
personnel usmg a central vendor accordmg to pre-specified criteria.  The Investigator will review
the results of the centrally read ECG report and determme if abnormal findmgs are clmcally
significant.

103.5.2. Echocardiography (ECHO)

A standard 2-dmensional (2D) ECHO will be performed at the time pomts specified m the
schedule of events (Table 2). ECHOs will be performed at a consistent tume of day throughout
the study. The ECHO will be reviewed and mterpreted by medically qualfied personnel usmg a
central vendor accordmg to pre-specified crteria. Ejection fraction (EF) will be noted. The
Investigator will review the results of the ECHO report and determme 1f abnormal fmdmgs are
chmeally significant.

10.3.5.3. Adverse Events
The collection of AEs 15 described m Section 11.
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10.5. Pharmacokinetic Assessments

105.1. Blood Sample Collection

Blood collection for serial PK determmation will occur at the time pomts specified m the
schedule of events (Table 2): mmediately pre-mfusion, at approximately 5 to 10 mmutes after
the end of mfusion, and then at approxmmately 1, 1.5, 2, 4, 6, 8, 12, 16, and 24 hours after the end
of mfusion at Baselme/Week 1 and Weeks 3, 5, 7, and 60.

Blood collection for PK mmist be drawn from the arm contralateral to the treatment mfusion
Pharmacokmetic samples may not be drawn from a patient’s mplanted venous port if treatment
15 mfused wia the port.

105.2.  Urine Sample Collection

Urme for PK determmation will be collected on a cunmlative basss, durmg the followmg time
mtervals at the time pomts specified m the schedule of events (Table 2) based on start trme of
study drug mfusion: 0 to 4 hours, 4 to 8 hours, 8 to 12 hours, 12 to 24 hours, and additionally at
Week 7, 24-36 hours. Patients will be asked to void ther bladder prior to start of study drug
mfusion
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11. ADVERSE EVENTS

11.1. Collection of Adverse Events

All AEs from the time of mformed consent through the end of study visit (or early termmation
from the study) will be recorded m each mdvidual patient’s electronic case report form (eCRF).
For patients who prematurely discontmme from the study (see Section 8.3), AEs will contmue to
be recorded until 4 weeks after the last mfusion Over the entre duration of the study, site
personnel will ensure that all AEs are recorded appropriately. If an AE occurs, the primary
concern 15 for patient safety and the mvestigator will use lis/her udgment and expertise to
determme the appropriate course of action

If, at any time afier the patient has completed participation m the study (see Section 8.3), the
Investigator or study staff becomes aware of an SAE that the Investigator beheves 15
possibly/probably or defmitely related to the mvestizational drug product (Section 11.3.1) or s
possibly/probably or defmttely related to a study procedure (Section 11.3.2), then the event and
any known details nmst be reported promptly to the Sponsor.

11.2. Definition of Adverse Events

11.2.1. Adverse Event (AE)

An AFE 5 any untoward medical occwrence m a chmical trial participant, which does not
necessarily have a causal relationship with the mvestigational drug. An AE can, therefore, be
any unfavorable and unmtended symptom, sien, disease, condiion, or test abnormalty that
occurs durmg or after admmstration of an mvestigational drug product whether or not
considered related to the mvestigational drug product. Adverse events mehide:

e Symptoms described by the patient or signs observed by the Investigator or medical
staff

e Test abnormalfies (laboratory tests, ECG, X-rays, etc) that result m an alteration m
medical care (diagnostic or therapeutic).

Abnormalties present at Screenmg are considered Medical History. These abnormalities will be
considered AFEs only if they reoccur after resolution or worsen after signmg consent.

11.2.2. Serious Adverse Event (SAE)
An SAE 5 defmed as any AE that resulfs m any of the followmg:

Death: The patient died as the result of the event.

Life-threatening event: Any AE that places the patient, m the view of the Investigator or
Sponsor, at mmediate rsk of death from the AE as #t occurred, 12, does not melude an AE that
had #t occurred m a more severe form, might have caused death

Required or prolonged inpatie nt hospitalization: The AE resulted m hospitalzation or

prolonged anexistmg hospialzation. Smce hospahzation may be part of the study, only
hospitalizations that are longer than expected based on Investigator pudgment, will be considered

prolonged hospitalzations.
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Persistent or significant disability/incapacity: An AF that results m a substantial disruption of
a person’s ability to conduct normal hfe functions.

Congenital anomaly/birth defect: A congenital anomaly/brth defect that occurs m the
offsprmg of a patient exposed to the mvestigational product.

Important medical events: An AFE that may not result m death, be kfe-threatenmg, or requme
hospitalization may be considered an SAE when, based upon appropriate medical judgment, the
event may jeopardize the patient and may requre medical or surgical mtervention to prevent one
of the outcomes hsted above.

11.3. Classification of Adverse Events

Each AE whether serious or non-serious will be classified by the Investigator accordmg to the
followmg rules and defmitions.

113.1. Relationship to Investigational Drug Product

For each AE the Investigator determmes whether there 15 a reasonable hikelhood that the AE
may have been caused by the study treatment accordmg to the categories below:

Unrelated: The event 15 clearly not related to the mvestigational drug
product

Possibly/Probably Related: The event could be related/ss likely to be related to the
mvestigational drug product
Definite ly Related: The event 15 clearly related to the mvestigational drug product

Adverse events that the Investigator or Sponsor considers to be possibly/probably or defmtely
related to the mvesticational drug product will be considered adverse drug reactions.

11.3.2.  Relationship to Study Procedures

For each AE the Investigator determmes whether there 15 a reasonable possibility that the AE
may have been caused by the study procedures accordmg to the categones below:

Unrelated: The event 15 clearly not related to study procedures

Possibly/Probably Related: The event could be related/ss likely to be related to study
procedures

Definite ly Related: The event 15 clearly related to study procedures

11.3.3.  Relationship to Underlying Disease

For each AE the Investigator determmes whether there 15 a reasonable possibility that the AE
may be related to the underlymg disease accordmng to the categories below:

Unrelated: The event 15 clearly not related to underlymg disease

Possibly/Probably Related: The event could be related/s likely to be related to underlymge
disease

Definite ly Related: The event 15 clearly related to underlymg disease
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Adverse events of disease progression may be considered AEs, based on the mvestigator’s
discretion.

113.4. Severity of Adverse Events

Note that severtty s not the same as “seriousness”, which i defmed m Section 11.2.2 and wiuch
serves as a puide for defmmg regulatory reportmg obhgations.

The Investigator will assess the severity of all AEs as Mild, Moderate, or Severe, based on the
followmg defmitions.

Mild: The event does not mterfere with the patient’s usual activities.

Moderate: The event mterferes with the patient’s usual actmvities.

Severe: The event prevents the patient from undertakmg ther usual actvities and
requmres therapeutic mtervention or cessation of the mvesticational drug product.

11.3.5. Outcome

All AEs will be followed for 4 weeks after the last dose of mvestigational drug product. Serous
AFEs will be followed unfil resolution or wntil the condition stabiizes or returns to baselme status
or unfil no further follow-up s expected. The Investigator will record all mformation regardmg
the outcome of each AE or SAE.

11.3.6.  Action Taken Regarding the Investigational Drug Product
The Investigator will provide mformation regardmg the action taken with respect to the
mvestigational product m response to the AE.

11.3.8. Suspected Unexpected Serious Adverse Reactions (SUSAR)

Suspected unexpected serous adverse reactions (SUSARs) will be handled by approprate
personnel at the Sponsor or designee and reported withm the requred timelnes m an wnblnded
fashion to regulatory authorties and IRB/TEC(s) per the requrements of the concerned
competent bodies. SUSARs will be reported to study Investigators m a binded fashion

11.4. Recording Adverse Events

All AEs experienced from the tme of mformed consent/assent to the last follow-up (e, 4 weeks
after the last dose of mvesticational drug product) will be recorded withm each patient’s eCRF.
Information should mchude: a concise description of the event; date and tume of event onset and
resolution; determmation of seriousness, severtty, corrective treatment, outcome, and
relationship to mvestigational product or study procedure or underlymg disease; and any action
taken will be recorded. Resolution occurs when the patient has returned to lus baselme state of
health or further mprovement or worsenmg of the event s not expected.
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Whenever possible, a diagnosis will be recorded as an AE, rather than symptoms or solated
laboratory abnormalities related to that diagnosis. Several symptoms or laboratory results that
are related to the same diagnosis can thus be part of the same AE.

A medical or surgical procedure 1s not an AE; rather the condition leadmng to the procedure
should be recorded as the AE. Smularly, death s not an AE but 5 rather the outcome of the
AF(s) that resulted m death If the AE(s) leadmg to death are not known, then death must be
reported as an AE. All AEs will be followed until the resolution of AE, completion of the
patient’s study particpation, or study termmation, whichever occurs first. Serious AEs will be
followed until resohition or unfil the condifion stabiizes or returns to baselne status or until no
further follow-up s expected.

11.5. Reporting Serious Adverse Events

It 15 the responsibility of the Investigator that reportmg 1s done adequately. In order to meet
Repulatory reportmg tmelnes, the study site s obheated to report any SAE(s) to the Sponsor or
designee mmediately and no later than 24 hours after recervmg mformation of anevent that
meets at least one of the crifena for serousness as defmed m Section 11.2.2. Astlis s a
frst-m-human nmlticenter study, any SAE nuist be reported to all sites by the Sponsor or
designee m an expedited fashion. Contacts for SAE reportmg are provided on the SAE reportmg
form

11.6. Special Situations

11.6.1. Overdose

Currently, there 15 no basis for determmming a chnically meanmgful definttion of overdose for
SEP-4045. Therefore, as a prehmmary criterion, any dose >=10% above the assigned dose level will
be considered an overdose.

An overdose 15 not an AE An overdose will be documented even if # does not result m an AE.
An overdose will be recorded m the source documents and reported to the Sponsor or designee
within 24 hours after # has been dentified.

11.6.2. Death

Death 15 an outcome of an event. All causes of death are SAEs. In the event of death every
effort should be made to obtam a death certificate and if possible, an autopsy report. If the cause
of death s unknown, death will be recorded as the event.

11.6.3.  Unblinding due to a Medical Emergency

In the event of a medical emergency wherem the knowledge of the subject’s treatment
assignment may mfluence chmeal decision-making, the Investigator has the option to unblmd
treatment assignment.

The reasons for inblnding nmst be noted m the source documentation. The mvestigator should

not disclose mformation about treatment assienment to anyone who does not need the
mformation due to ther dwect mvolvement m patient care.
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11.6.4.

Responsibilities of the Investigator

The responsibilities of the Investigator and s or her staff mchuide the followmg:

11.6.5.

Monttor and record all AEs/SAEs

Determme seriousness, severtty, and relationship to mvestigational drug product
and/or study procedure and/or underlymg disease

Determmation of the onset and end date of each event

Provide mitial report on all SAEs withm 24 hours of knowledge to the Sponsor or
designee

Provide follow-up mformation on SAE m a timely and proactive manner
Respond to a quenes regardmg AEs and SAEs m a timely manner

Ensure source documentation for all AEs/SAEs are accurate and complete

Responsibilities of the Sponsor

The responsibilities of the study Sponsor (Sarepta Therapeutics) mchide the followmg:

Trammg of Investicator and stte staff on AE defiifions, safety assessments, and site
obligations related to safety montormg and reportmg of AE

Trammg with regard to the accurate and legal reportmg of SAEs to all apphcable
Repulatory bodies, IRB/TEC(s), chmcal trial sttes, and other parties as appropriate and
requred withm the regulated timmg

Ensurmg accurate recordmg of AEs and SAEs

Notification of expedited SAEs to sites

Reportmg of all SUSARS to regulatory authorties and IRB/TEC(s) accordmg to
regional requrements

Amnnual safety reportmg to regulatory authories and IRB/TEC(s) accordmng to
regional requrements
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12. STATISTICS

12.1. General Considerations

This section describes the rules, conventions, statistical analysss, and presentation of data for this
study, Protocol 4045-101. Full details will be provided m the fmal Statistical Analysss Plan
(SAP) for this study.

Rewvisions durmg the study may be made to accommodate protocol amendments and to make
changes to adapt to unexpected issues m study execution that could affect planned analyses. Any
revisions will be based on binded review of the data, as apphcable. A formal SAP for the
analysss and presentation of data from this study will be prepared and 1ssued before database
lock. Dewmations from the statistical analyses outlmed m this protocol will be mdicated m this
plan; any further modifications will be noted m the chmcal study report (CSR). All statistical
analyses will be performed by or under supervision of the Sponsor.

All available data will be mchided m data hstmes and tabulations. No mputation of vales for
missmg data will be performed unless stated exphetly for an analysis.

Percentages of subjects with laboratory toxicities will be based on non-nussmg vales.
Baselme will generally be defmed as the last available value before dosmg.

12.2. Determination of Sample Size

The sample size for this study 1s based upon qualtative considerations; no formal sample size
calculations were performed. The selected sample sze 1s considered sufficient to provide mitial
safety evalnation of SRP-4045 and to provide adequate data to allow for estimation of PK
parameters.

12.3. Analysis Sets

Three analysss sets will be utilzed:

Safety Set: All randomized patients who recemve any amount of mvestigational drug product.

Pharmacokinetic Set: All randomwzed patients who recemve the full dose of mvestigational drug
product and for whom there are adequate PK samples from which to estimate PK parameters.

Efficacy Set: All randonuzed patients who have at least 1 post-baselme endpomt assessment.

12.4. Statistical Analysis

124.1. Protocol Deviations

A bstmg of protocol deviations will be provided. This deviation hstmg will be based on the
blnded review of study data prior to lockmg the database and will melude the nature of the
deviation (eg, mchision/exclusion, prolubted therapies).
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124.2.  Disposition, Demographics, and Baseline Characteristics

The number and percentage of patients completmg or prematurely disconttmmg the study will
be summarzed by treatment group and overall Reasons for premature discontmuation will also
be summarzed.

Demographic and baselne charactersstics such as age (years), height (cm), weight (kg), body
mass mdex (BML kg/m?’), S v be summarized per treatment group.
Demographic data and baselne characteristics will be presented m data hstmgs.

124.3.  Prior and Concomitant Me dications

All prior and concomitant medications will be presented m data hstmgs.

12.4.4. Medical History
Medical history will presented m data hstmgs.

12.4.5. Dosing

The cumulatve exposure to SRP-4045, total volume of drug admmustered (mL), the total number
of mfusions recemwed, and the cumulative amount of drug receved will be summarzed by dose
group for all treated patients. Dosmg mformation will be provided m a data bstmg.
12.4.6. Safety Variables
The safety and tolerabilty of SRP-4045 will be assessed by the review of:
e The type, frequency, severtty, tmmg, and relationship to mvestigational drug product
of AEs, SAEs, and discontmmations due to AEs. Adverse events will be coded usmg

the Medical Dictionary for Regulatory Actvities (MedDRA) and will be reported by
prmmary system organ class (SOC) and preferred term (PT)

e Adverse events will be classified as treatment-emergent (TEAE) and non-emergent.
TEAE:s are those AEs that develop or worsen durmg the on-treatment period.
Non-emergent events are those that develop durmg the pre-treatment period

e Safety laboratory testmg mclhidmg hematology, coagulation, serum chenustry, and
urmalysis
e Vital signs
e Physical exammations
¢ 12lead ECGs
« ECHO
12.4.7. Safety Analyses
Safety analyses will be descriptive m nature.

Only TEAEs will be summarzed. Non-emergent events will be recorded m data hstmes. For all
AF tables, the number and percent of subjects reportmg AEs (grouped by MedDRA body system
and PT) will be summarzed by treatment group and overall In general tables will have events
categorized mto all TEAEs and treatment-related TEAEs.
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Multiple occurrences of the same AE (at the PT level) m the same subject will be counted only
once m frequency tables. If a subject experiences multiple episodes of the same event with
different relationship/severtty, the event with the strongest relationship or maxmmum severity to
mvestigational drug product will be used to summarze AEs by relationship and severitty.

The followmg summary tables will be produced:
e Treatment-emergent adverse events
e Treatment-emergent adverse events by severty
e Treatment-related treatment-emergent adverse events
e Treatment-related treatment-emergent adverse events by severity
e Treatment-emergent serious adverse events

In addition, all SAEs, regardless of ther treatment-emergent status will be summarwed by SOC
and PT.

The followmg hstmps will be produced:
* Non-TEAEs
e All TEAEs
e AFs leadmg fo discontmuation
* SAEs

Descriptive statistics for ECG, ECHO, vital signs, physical exammations, and safety laboratory
parameters will be generated. All safety data will be presented m the data bstmgs. Additionally,
shift and frequency tables of predefmed change m abnormal values for select safety parameters
will be generated.

124.8. Pharmacokinetic Analyses

The PK profile of SRP-4045 will be determmed from mulfiple plasma samples collected serally
before and after the fust weekly mfusion at eachdose level m the dose tiiration phase at

Weeks 1, 3, 5, and 7 and also at Week 60 m the open-label extension. In addifion, multple wrme
samples will be collected serally after the first mfusion at each dose level m the dose tiration
phase and at Week 12. Indvidual plasma levels of SRP-4045 will be bsted with the
correspondmg tme related to mvestigational drug product admmustration and summary statistics
will be generated by per-protocol tmme of collection. Pharmacokmetic parameters for SRP-4045
will be calculated usmg non-compartmental analysis. Actual samplng times will be used m all
fmal PK analyses. Per-protocol times will be used to calculate mean plasma concentrations for
graphical displays. The PK parameters that will be determmed only for Weeks 1, 3, 5, 7, and 60
mehde:
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I A vailable patent characterstics (demographics, laboratory
variables, genotypes, concomutant medications, etc) will be tested as potential covamates
affectmg PK parameters.
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13. DATA COLLECTION, QUALITY ASSURANCE, AND
MANAGEMENT

13.1. Recording of Data

Chmcal data for this study will be captured m an electromc format. Electromc data capture
(EDC) will be provided by a contract research organzation The Investigator, or personnel
delegated by the Investigator, will perform primary data collection/perform assessments based on
the protocol design and captured msource documentation All requred study mformation nmst
be recorded on the appropriate CRF screens/forms usmg the CRF Completion Guudelnes for the
study. A CRF nmist be completed for each patient that 1s enrolled. The study momtor wall
conduct 100% source data verification to ensure maxmmum data mtegrity. All data must be
carefully entered m a timely fashion to permit meanmgful mterpretation and study oversight.

13.2. Quality Assurance

The CRFs will be reviewed at regular mtervals by a chmcal monsfor from the Sponsor or a
representative of the Sponsor per the agreed upon Monttormg Plan agamst the source
documentation for wdentification and clarffication of any discrepancies. Automated and manual
quality checks will be m place to dentify discrepancies, such as missmg data, protocol
deviations, out-of-range data, other data mconsistencies and comphance. Requests for data
clarification or correction will be documented as electronic queries withm the CRF and for the
Investigator or study coordmator to resolve. All changes to the CRFs will be tracked m an
electromc audit traill Stte Study Files will be reviewed for comphance throughout the study.

Audits may be carned out by the Sponsor’s representatives, and mspections may be performed
by IRBs/IECs or regulatory authoriies before, durmg, or after the study. The Investigator will
allow and assist the Sponsor’s representatives and any regulatory agency to have direct access to
all study records, CRFs, patient medical records and other source documentation, IP dispensmg
records and IP storage area, study faciliies, and any other source documentation.

The Investigator must make study files and data accessible to the study monttor, to other
authorzed representatves of the Sponsor, and to the appropriate regulatory authorty mspectors
such as the US Food and Drug Admmustration (FDA).

13.3. Retention of Study Do cuments

At study completion, all CRF data for an mdmadual site will be copied onto a compact disc (CD)
and provided to the Investigator for retenfion m the Study Files. The supportmg Site Study Files
must be retamed by the Investigator for a period of 2 years followmg the date a marketmg
apphcation 1s approved for the drug for the mdication for which # 15 bemg mvestigated; or, if no
apphcation 1s to be filed, or if the apphcation 1s not approved for such mdication, until 2 years
after the mvestigation = discontmued and regulatory authorities are notified.

However, these documents should be retamed for a longer period, ff requred by the apphcable

regulatory requrements or by an agreement with the Sponsor. No study documents will be
destroyed or moved to a new location without prior written approval from the Sponsor. If the
Investigator relocates, retwes, or withdraws from the chmical study for any reason, all records
that are requred to be mamtamed for the study should be transferred to an agreed upon designee.
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Patient records or other source data must be kept for the maxmum period of time mandated by
the hospital mstitution, or private practice, but not less than 15 years.

If off-stte archiving 15 used, all records should be retrieved and made available for review at the
time of an audit or regulatory authority mspection

13.4. Termination of Study or Study Site

If the Sponsor, the Investigator, the Medical Monttor, the study momtor, IRB/IEC, or approprate
regulatory officials discover conditions arsmg durmg the study that mdicate the study should be
halted or that the study center should be termmated, appropriate action may be taken after
consultation among (ata mmmmmm) the Sponsor, the Investigator, IRB/IEC and the Medical
Monitor.

Conditions that may warrant termmation of the study or an mdmdual ste mchde, but are not
bmited to, the followmg:
e The discovery of an imexpected, serious, or unacceptable risk to patients enrolled m
the study
e A decsion by the Sponsor to suspend or discontmue testmg, evaluation, or
development of the product
e Failre of the Investigator to enroll patients mto the study at an acceptable rate

e Faihwre of the Investigator to comply with pertment regulations of IRB/TEC or
appropriate regulatory authorities

e Subnmussion of knowmely false mformation from the research facility to the Sponsor,
the study monitor, IRB/TEC or regulatory authority

e Insufficient adherence to protocol requrements consistent with 21 CFR 312 or the
European Chmcal Tnal Dwrective 2001/20/EC

Study termmation and follow-up will be performed m comphance with the conditions set forth m
International Council for Harmomsation (ICH) E6 on Good Clnical Practice (GCP) as well as
21 CFR 312.56b and the European Clmcal Tral Drrectve 2001/20/EC, which requmre a Sponsor
to ensure an Investigator’s comphance with these requrements and to promptly secure a plan for
comphance or discontmue shipments of the IP to the Investigator and end the Investigator’s
participation m the mvestigation.
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14. SPECIAL REQUIREMENTS AND PROCEDURES

14.1. Compliance with Ethical and Regulatory Guidelines

This study was designed and will be conducted m accordance with the ethical prmciples that
have ther ongms m the Declaration of Helsmki and m conformance with ICH and GCP E6
gmdance documents. This study will comply with the requrements that are emmnciated m the
Ewropean Chnical Tral Drrective 2001/20/EC and m the US Code of Federal Repulations (CFR).

14.2. Regulatory and Independent Ethics Committee Review

This study will be conducted m full comphance with the IRB regulations m 21 CFR 56 and/or
the European Chmical Trial Directive 2001/20/EC. Before enrollment of patients mto the study,
the protocol and mformed assent (for patients, if apphcable) and mformed consent (for
parents/legal puardians) documents will be reviewed and approved by the appropriate IRB/IEC
and regulatory authorty. Amendments to the protocol will be subjected to the same IRB/TEC
and regulatory authorty review requrements as the origmal protocol The Investigator will
promptly notify the IRB/TEC and Sponsor of any SAEs or of any other mformation that nmght
affect the safe use of the IP durmg the study. IRB approvals/IEC positive opmions and
regulatory authorties” approvals mmst be sent to the Sponsor, or s designee, before mitiation of
the study or before an amendment s mstituted. All correspondence with the IRB/IEC and the
regulatory authorty should be retamed m the study regulatory files.

14.3. Informed Consent/Assent

Written mformed consent from each patient’s parent(s) or legal guardian(s) and written assent
from each patient, if apphcable, nmst be obtamed before any study-specific screenmg or
Baselme period evaliations are performed. One copy of the signed mformed consent/assent
documents will be given to the patient; the Investigator will retam the origmal copies of these
documents.

The mformed consent/assent documents, as prepared by the Sponsor or designee, nmst be
reviewed and approved by the IRB/TEC and regulatory authorities, as apphcable, before mifiation
of the study. The mformed consent document must contam the basic requred elements of
consent and additional elements, as apphcable, as specified m the 21 CFR 50.25 and the
Ewropean Chnical Tral Drrective 2001/20/EC.

14.4. Compliance with the Protocol

All processes and procedures defmed m this protocol will be adhered to. Emergency departures
from the protocol that elmmate an apparent mmediate hazard to a particular patient and that are
deemed by the Investipator as crucial for the safety and wellbemg of that patient may be
mstituted for that patient only and documented as dewviations. The Investigator will contact the
Medical Monttor as soon as possible regardng such a deviation These departures do not requre
preapproval by the mstitutional review board/'mdependent etlucs commitee (IRB/IEC); however,
the IRB/IEC and Medical Monttor must be notified m writmg as soon as possible m accordance
with the IRB/TEC policies after the departure has been made.
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14.5. Confidentiality

145.1. Data

All mformation regardng the nature of the proposed mvestigation that 1s provided to the
Investigator by the Sponsor, the Sponsor’s designee, or the study monitor, with the exception of
mformation that 15 required by law or regulations to be disclosed to the IRB/TEC, the patient’s
parent(s) or legal guardian(s) or the approprate regulatory authority, must be kept m confidence
by the Investigator m accordance with current Health Insurance Portability and Accountabihty
Act (HIPAA) standards and/or European standards.

145.2.  Patient Anonymity

The anonymity of participating patients will be mamtamed to the extent requred by applicable
laws and m accordance with current HTPAA standards. Patients will be identified by ther

mitials and an assigned patient dentification number on the CRFs and other data collected by the
Sponsor. The Investigator nmst mamtam all documents related to the study that identify the
patient (eg, the sioned mformed consent document) m strict confidence, except to the extent
necessary to allow audidmg by the appropnate regulatory authorities, the IRB/TEC, the study
monittor, or the Sponsor or #fs representatives.
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15. STUDY DOCUMENTATION AND GENERAL INFORMATION

15.1. Essential Study Documents
The followmg documentation will be collected prior to study enrollment:
e Signed Form FDA 1572, or equivalent
e Curnculim vitae for each person on the Form FDA 1572 or equivalent
e Signed Fmancial Disclosure Forms for each person bsted on the Form FDA 1572 or
equivalent
e [RB/IEC approval for all study materials (mformed consent form [ICF], protocol, any
recruiment materials, etc) and IRB/TEC membership hst
e Clmecal laboratory normals, when appropriate
e Clmcal laboratory hcenses (College of Amencan Pathologists [CAP]/Cliucal
Laboratory Improvement Amendments [CLIA] or other)
e Signed fmal protocol page
e Investigator’s Brochure acknowledgement

e A blank copy of the [IRB-TEC-approved mformed consent (and assent documents, if
apphcable) and authorzation

e A fully executed Climcal Tral Agreement and Confidentiality Agreement

Essential documentation per GCP/ICH are required before study enrollment 1s to occur. Copies
of these documents, as well as supplemental mformation, such as the Investigator’s Brochure,
Pharmacy Manual CRF Completion Gudelmes, fmal protocol as specified m the Chmcal
Operations Manual and/or Regulatory Bmder, nust be kept on-site m a designated study site file.

The study site files will also contam, patient accountability records, drug accountabilty
(recept/dispensmg) records, Sponsor/Investigator correspondence, IRB/IEC correspondence,
deviations, biological sample records, and SAE and Investigational New Drug (IND) safety
reports / Safety Alert Letters.

15.2. General Information

The Investigator should referto the current Investicator’s Brochure along with subsequent Safety
Alert Letters, the Chmical Study Operations Manual Pharmacy Mamual Laboratory Manual
CRF Completion Gudelmes, and all other study-specific mformation that s provided durmg the
study mitiation vist or by the study montor.

15.3. Dissemination of Study Results

The mformation that 15 developed durmg the conduct of this chmeal study 15 considered to be
strictly confidential This mformation may be disclosed only as deemed necessary by Sarepta
Therapeutics Inc. However, at the conclusion of thus chimecal study, a clmeal study report will be
prepared. In addiion, a manuscript will be prepared for publication m a reputable scientific
journal under the dwection of the Sponsor. Sarepta Therapeutics Inc., will pubhsh and
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commuumcate the chmcal study results, mrespective of postive or negative fmdmps. Data
generated for this study will be exclustvely owned by Sarepta Therapeutics Inc_, as detailed m
the Chmical Trial Agreement. The study will be registered on ChmcalTrials gov.  After
completion of the study, results will be dissemmated through ClnicalTrials gov.

15.4. Product Handling and Complaints Reporting

If there are any 1ssues durmg the course of the study related to the quality of the mvestigational
product, the Investigator, clmical site pharmacist or pharmacy desienee nmst contact the Sponsor
or designated contract research organization (CRO).
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