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INVESTIGATOR’S   AGREEMENT 
 
I have received and read the Investigator’s Brochure for SRP-9001. I have read the 
SRP-9001-101 protocol (Amendment 8, Version 9 dated 25 August 2020) and agree to conduct 
the study as outlined. I agree to maintain the confidentiality of all information received or 
developed about this protocol. 

 
 
 
 
 
 
 

Printed Name of Investigator 
 
 
 

Signature of Investigator 
 
 
 

Date 
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Abbreviation or Specialist Term Explanation 

IRB Institutional Review Board 

IV Intravenous(ly) 

MRI magnetic resonance imaging 

NCH Nationwide Children’s Hospital 

NSAA North Star Ambulatory Assessment 

PBMC peripheral blood mononuclear cell 

PCR polymerase chain reaction 

PI Principal Investigator 

PICU Pediatric Intensive Care Unit 

PT prothrombin time 

PTT partial thromboplastin time 

SAE serious adverse event 

SUSAR Suspected Unexpected Serious Adverse Reactions 

TUG Timed Up and Go modified for children 

ULN upper limit of normal 
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6. STUDY OBJECTIVES AND PURPOSE 
The objective of this study is the assessment of the safety of intravenous (IV) administration of 
rAAVrh74.MHCK7.micro-dystrophin for DMD subjects via peripheral limb vein. 
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conflicts that develop during a member’s tenure on a DSMB must also be disclosed. Written 
documentation attesting to an absence of conflict of interest is required annually. 
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2 6  
C O N FI D E N TI A L  

 

 

9. 1. 3.  D os e -Li miti n g  Pl a n  

A d os e-li miti n g t o xi cit y is d efi n e d as a n y u n a nti ci p at e d S A E t h at is p ossi bl y, pr o b a bl y, or 
d efi nit el y r el at e d t o t h e st u d y dr u g. T his w o ul d i n cl u d e a n y Gr a d e   A E a c c or di n g t o t h e 
d efi niti o n pr o vi d e d i n S e cti o n 1 2. 3. 2 . 

St u d y e nr oll m e nt will b e h alt e d b y t h e I n v esti g at or s w h e n a n y s u bj e ct e x p eri e n c es 1 or m or e 
≥ Gr a d e   A E t o xi cit y t h at is u n a nti ci p at e d a n d p os si bl y, pr o b a bl y, or d efi nit el y r el at e d t o st u d y 
dr u g. T h e e v e nt will t h e n b e r e vi e w e d b y t h e D S M B a n d e v al u at e d t o d et er mi n e if t h e st u d y 
s h o ul d b e t er mi n at e d e arl y f oll o wi n g t h e st o p pi n g/ dis c o nti n u ati o n r ul es. 

L a b or at or y t ests wit h v al u es wit hi n t h e cli ni c all y si g nifi c a nt r a n g e will b e r e p e at e d d uri n g t h e 
s a m e visit w h e n e v er p ossi bl e. If t h e t est r es ult r et ur ns aft er t h e s u bj e ct l e a v e s t h e cli ni c, t h e 
s u bj e ct will b e i m m e di at el y c o nt a ct e d. L o c al r esi d e nts will b e as k e d t o r et ur n t o t h e o ut s u bj e ct 
cli ni c f or a r e p e at t est. F or n o n -l o c al r esi d e nts, arr a n g e m e nts will b e m a d e t o h a v e t h e bl o o d test 
r e- dr a w n i n a l a b or at or y cl os e t o h o m e or b y t h eir pri m ar y c ar e p h ysi ci a n. T o a v oi d a n y 
c o nf usi o n, t h e pri m ar y c ar e p h ysi ci a n will b e i nf or m e d ( wit h p er missi o n fr o m t h e s u bj e ct) of t h e 
s u bj e ct’s p arti ci p ati o n i n t h e st u d y at t h e ti m e of g e n e tr a nsf er. If t h e A E r e q uir es tr e at m e nt, t his 
will b e c arri e d o ut b y t h e pri m ar y c ar e p h ysi ci a n or a d o ct or of c h oi c e s el e ct e d b y t h e s u bj e ct. 
C o pi es of r e p e at l a b or at or y t ests a n d a n y r el e v a nt m e di c al r e c or ds will b e o bt ai n e d a n d a d d e d t o 
t h e s u bj e ct’s r es e ar c h c h art. 

T h e S p o ns or will f ulfill t h e r e p orti n g r es p o nsi biliti es u n d er 2 1 C F R 3 1 2. 3 2( c), t o n otif y t h e F D A 
i n a n I N D s af et y r e p ort of p ot e nti all y s eri o us ris ks, as s o o n as p ossi bl e, b ut n o l at er t h a n 
1 5 c al e n d ar d a ys aft er t h e I n v esti g at or r e c ei v es t h e s af et y i n f or m ati o n a n d d et er mi n es t h at t h e 
i nf or m ati o n q u alifi es f or r e p orti n g. T h e I n v esti g at or will c o nf er wit h t h e D S M B, I R B, a n d 
C e nt er f or Bi ol o gi cs E v al u ati o n/ F D A b ef or e c o nti n ui n g e nr oll m e nt. 

 

9. 1. 4.  St o p pi n g/ Dis c o nti n u ati o n  R ul es  

A n i n d e p e n d e nt D S M B will m o nit or s af et y d at a o n a c o nti n u al b asis t hr o u g h o ut t h e st u d y. T h e 
D S M B c a n r e c o m m e n d e arl y t er mi n ati o n of t h e st u d y f or r e as o ns of s af et y. St u d y e nr oll m e nt will 
b e h alt e d b y t h e I n v esti g at ors w h e n a n y s u bj e ct e x p eri e n c es  o r m o r e G r a d e  , o r hi g h e r A E 
t o xi cit y t hat ar e u n a nti ci p at e d a n d p ossi bl y, p r o b a bl y, o r d efi nit el y r el at e d t o t h e st u d y dr u g. 
T his will i n cl u d e a n y s u bj e ct d e at h n ot r el at e d t o u n d erl yi n g dis e as e c o n diti o n, i m p ort a nt cli ni c al 
l a b or at or y fi n di n g, or a n y s e v er e l o c al c o m pli c ati o n i n t h e i nj e ct e d ar e a r el at e d t o a d mi nistr ati o n 
of t h e st u d y a g e nt. If aft er r e vi e w b y t h e D S M B, I R B, a n d F D A, t h e d e cisi o n is m a d e t o 
c o nti n u e, t h e st u d y will pr o c e e d. If t h e li v er e n z y m e G G T is el e v at e d at d a y 3 0, st er oi ds will b e 
m ai nt ai n e d u ntil G G T l e v els dr o p b el o w   U/ L.  

 

9. 1. 5.  D osi n g  S c h e d ul e  

T h er e will b e at l e ast a  d osi n g i nt er v al b et w e e n s u bj e cts f or C o h ort B. T h er e will b e at 
l e ast a  d osi n g i nt er v al b et w e e n s u bj e cts f or C o h ort A. D os e es c al ati o n will b e c o nsi d er e d 
i n c oll a b or ati o n wit h F D A a n d D S M B. 

T h e I n v esti g at ors will c o nf er wit h t h e I R B a n d D S M B o n all Gr a d e   or hi g h er A Es wit h i n 
 t h at ar e u n a nti ci p at e d a n d p ossi bl y, pr o b a bl y, or d efi nit el y r el at e d t o t h e st u d y a g e nt 
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before continuing enrollment. Based on the outcome of the safety and efficacy analysis of the 
event, decision will be made to proceed with additional subjects. 

9.2. Randomization and Blinding 
This study is open-label. 

9.3. Concomitant  Medications 
All subjects will be asked to refrain from using concomitant medications that may interfere with 
the study objectives. This includes the FDA-approved exon skipping therapy EXONDYS 51. If, 
during the duration of this study, a subject begins use of EXONDYS 51 their data after use of an 
exon-skipping drug will no longer be included in study outcomes. We will ask that their study 
visits for safety assessments be continued for the remainder of the study. 

9.4. Treatment Compliance 
The vector will be administered under the direct supervision of trained staff. 
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might not be immediately life-threatening or result in death or hospitalization but might 
jeopardize the subject or might require intervention to prevent one of the other outcomes listed in 
the definition above. 

 
12.1.3. Overdose 

An overdose is defined as administration of a quantity of a medicinal product given that is above 
the maximum recommended dose according to the authorized product information. 

12.1.4. Medication Error 

A medication error is any preventable incident that may cause or lead to inappropriate study 
treatment use or subject harm while the study drug is in the control of the healthcare professional 
or, in certain cases, the subject. Such incidents may be due to healthcare professional practice, 
product labeling, packaging and preparation, procedures for administration, and systems, 
including the following: prescribing, order communication, dispensing, nomenclature, 
compounding, distribution, administration, education, monitoring, and use. 

 
12.1.5. Accidental/Occupational Exposure 

Accidental/occupational exposure is the unintentional exposure to a study treatment as a result of 
one’s professional or nonprofessional occupation, or accidental exposure to a nonprofessional to 
whom exposure was not intended (eg, study drug given to wrong subject). 

12.2. Collection of Adverse Events 
All AEs, regardless of the source of identification (eg, physical examination, laboratory 
assessment, ECG, reported by subject), must be collected and documented in the electronic case 
report form (eCRF). 

All AEs will be collected and recorded from the time of informed consent/assent through the last 
follow-up visit. 

All AEs and SAEs experienced by a subject, irrespective of the suspected causality, will be 
monitored until the AE or SAE has resolved, any abnormal laboratory values have returned to 
baseline or normal levels, the event has stabilized and there is a satisfactory explanation for the 
changes observed, the subject is lost to follow-up, or the subject has died. 

All AEs will be followed until the resolution of the AE, completion of the subject’s study 
participation, or study termination, whichever occurs first. All SAEs will be followed until 
resolution or until the condition stabilizes or returns to screening/baseline status. 

Concomitant illnesses that existed before entry into the study will not be considered AEs unless 
the illness worsens during the treatment period. Pre-existing conditions will be recorded in the 
eCRF, as well as on the SAE Report Form’s medical history section. 

For subjects who are found to be ineligible for the study during the pre-infusion period and are 
not enrolled (ie, screen failures), only SAEs (Section 12.1.2) will be reported (Section 12.5). 

If, at any time after the subject has completed participation in the study, the Investigator or study 
staff become aware of an SAE that the Investigator assesses as related to the study drug or 
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related to a study procedure (Section 12.3.1), then the event and any known details must be 
reported promptly to the Sponsor, no later than within 24 hours of awareness. 

 
12.2.1. Clinical Laboratory Abnormalities 

A laboratory abnormality deemed clinically significant by the Investigator should be recorded as 
an AE. Whenever possible, the underlying medical diagnosis (eg, anemia) should be recorded as 
the AE term. Repeated additional tests and/or other evaluations required to establish the 
significance and etiology of an abnormal result should be obtained when clinically indicated. 

 
12.3. Classification of Adverse Events 
All AEs, whether serious or nonserious, will be classified by the Investigator according to the 
following rules and definitions. 

 
12.3.1. Relationship to Study Agent, Study Procedures and the Subject’s Pre-existing 

Disease 
Association or relatedness to the study agent, study procedures and the subject 's pre-existing 
disease will be graded as follows: 5 = unrelated, 4 = unlikely, 3 = possibly, 2 = probably, and 
1 = definitely related. 

 
12.3.2. Severity of Adverse Events 

The Investigator will assess the severity of all AEs using the National Cancer Institute Common 
Terminology Criteria for Adverse Events (CTCAE) scale, Version 5.0. Events not listed in the 
CTCAE will be assessed according to the following scale. 

 
Grade 1: Mild, asymptomatic or mild symptoms, clinical or diagnostic observations 

only, intervention not indicated 

Grade 2: Moderate, minimal, local or noninvasive intervention indicated, limiting 
age-appropriate instrumental activities of daily living (ADL) 

Grade 3: Severe or medically significant but not immediately life-threatening, 
hospitalization or prolongation of hospitalization indicated, disabling, limiting 
self-care ADL 

Grade 4: With life-threatening consequences, urgent intervention indicated 

Grade 5: Death related to AE 
 

Note that severity is not the same as “seriousness,” which is defined in Section 12.1.2 and which 
serves as a guide for defining regulatory reporting obligations. 

In addition, laboratory or vital signs-based events that are defined as Grade 4 in the CTCAE 
solely by laboratory or vital sign measurements are not automatically clinically life-threatening; 
the Investigator must make this clinical assessment regardless of grade. 
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• Responding to queries regarding AEs and SAEs in a timely manner

• Ensuring that source documentation for all AEs is accurate and complete

• Ensuring that the study is conducted as defined in this protocol and according to
applicable regulations and guidelines

Investigators may also report improvement of pre-existing DMD conditions or unexpected 
therapeutic responses. 

12.7.2. Responsibilities of the Sponsor 

The responsibilities of the Sponsor include, but are not limited to, the following: 

• Training of Investigator on AE/SAE definitions, safety assessments, and site
obligations related to safety monitoring and reporting of AEs/SAEs

• Training with regard to the accurate and legal reporting of SAEs to all applicable
regulatory authorities, IRBs, clinical study sites, and other parties, as appropriate and
required within the regulated timing

• Ensuring accurate recording of AEs and SAEs

• Submission of expedited serious, unexpected, and related AEs to regulatory
authorities per regulatory requirements

• Notification of blinded unexpected and related SAEs to sites

• Annual safety reporting to regulatory authorities and IRB according to regional
requirements
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14. REGULATORY, ETHICAL, AND STUDY OVERSIGHT 
CONSIDERATIONS 

14.1. Regulatory and Ethical Considerations 
The study will be monitored in compliance with the relevant parts of 21 CFR and according to 
the International Council for Harmonisation (ICH) Good Clinical Practices Guidelines. The 
procedures outlined in the protocol and case report forms will be carefully reviewed by the PI 
and staff prior to study initiation to ensure appropriate interpretation and implementation. No 
deviations from the protocol shall be made except in emergency situations where alternative 
treatment is necessary for the protection, proper care and wellbeing of subjects. 

Amendments will be submitted to the NCH IRB for their review and approval prior to 
implementation. When an amendment to a protocol substantially alters the study design or 
increases potential risk to the study subject, the Informed Consent Form will be revised and if 
applicable, subject 's consent to continue participation will again be obtained. 

14.2. Financial Disclosure 
Investigators and sub-investigators will provide the Sponsor with sufficient, accurate financial 
information as requested to allow Sarepta to submit complete and accurate financial certification 
or disclosure statements to the appropriate regulatory authorities. Investigators are responsible 
for providing information on financial interests during the course of the study and for 1 year after 
completion of the study. 

 
14.3. Informed Consent 
Legally effective and properly executed written informed consent, in compliance with 21 CFR 
50 and the ICH guidelines, will be obtained from each subject before the subject is entered into 
the study or before any unusual or non-routine procedure is performed that involves risk to the 
subject. The informed consent will be signed prior to study procedures and will require IRB 
approval. Attention will be directed to the basic elements that are required for incorporation into 
the informed consent under US Federal Regulations for Protection of Human Patients [21CFR 
50.25(a)]. The final IRB-approved document as well as any subsequent approved modified 
consent document(s) must be provided to correspondent agencies for regulatory purposes. If new 
information related to the study arises, subjects will be asked to sign a revised document. Signed 
consent forms will remain in each subject's research chart and will be available for verification 
by study monitors at any time. Subjects will be given a signed, dated copy of their consent form. 

 
14.4. Data Management and Study Forms 
All subjects will be given a unique sequentially assigned subject number. Subjects will be 
identified by number only to protect identity. 

All data and observations will be documented on electronic CRFs from source documentation. A 
Study Monitor will have access to the data to monitor adherence to the protocol and to applicable 
FDA regulations, and the maintenance of adequate and accurate clinical records. An electronic 
CRF will be completed for every subject that was registered for participation in the study. Case 







CCI

CCI



CCI



Signature: 

Email: 
Title: 

Company: 

PPD




