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9.8 Changes in the Conduct of the Study or Planned Analyses

9.8.1 Changes in the Conduct of the Study

The original protocol dated 27 October 2014 was amended four times. Protocol
Amendments 1 and two were instituted before the first subject was enrolled. Copies of the
protocol and protocol amendments are provided in Appendix 16.1.1. Brief summaries of the
nonadministrative changes are outlined below.

9.8.1.1 Protocol Amendment 1
Amendment 1 dated 11 December 2014 implemented the following changes:

e Updated planned number of subjects to remove eight additional subjects from
INSO011-14-029;

e Modified exclusion criteria as follows:
— Clarified exclusionary anoxic episodes;

— Removed exclusion based on neurometabolic, neurodegenerative, or progressive
neuro-oncological disease;

— Added exclusion based on suicidal ideation.
¢ Retitled the Safety Review Committee as a Medical and Safety Data Review;
e Updated the schedule of events to reflect changes to the protocol;

e (larified that all study procedures performed during scheduled study visits should occur
prior to administration of study drug;

e Changed Adverse Event guidelines from the Common Terminology Criteria for Adverse
Events to the MedDRA;

e Added valproic acid and phenobarbital to Appendix 2: CYP3A4-Related Prohibited
Medications;

e Added all scales to Appendix 4: Scales.
9.8.1.2 Protocol Amendment 2

Amendment 2 dated 07 August 2015 implemented the following changes:

e (larified study duration to include provision to retain subjects on-study until marketing
approval in the US;
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e Updated information regarding formulation of the investigational product;
e Updated the schedule of assessments as follows:

— Added a review of subject eligibility in the event of a prolonged (> 14-day) gap in
administration of the investigational product;

— Removed a subset of qualitative assessments;

— Updated period in which subject diary data was collected.
9.8.1.3 Protocol Amendment 3
Amendment 3 dated 08 April 2016 implemented the following changes:
e Added Australia as a clinical conduct country;

e Updated inclusion criterion #3 to allow the Investigator to judge medical stability of
subjects;

e Updated inclusion criterion #4 to note that special monitoring was required for subjects
taking drugs metabolized by CYP enzymes (see Section 9.4.7.2);

e Updated inclusion criteria #5 and #6 language regarding required contraception;

e Removed eligibility criteria that excluded subjects who were taking concomitant
medications that are strong CYP3A4 inhibitors or inducers or CYP3A4-sensitive
substrates with a narrow therapeutic index or who had sleep apnea;

e Updated exclusion criterion #6, schedule of assessments, and throughout protocol to note
that C-SSSR was to be utilized for appropriate subjects (from a developmental age
perspective);

e Added that clinical impression of suicidality was to be utilized in place of the C-SSRS for
subjects < 7 years of age;

e Updated that the dose of the investigational product could be increased to a maximum
dose of 40 mg/kg/day;

e Updated the schedule of assessments to include collection of plasma level samples for
Visit 5, Visit 6, and Visit 7;

e (larified that dose of the investigational product may be adjusted based on changes in
subject weight;

e Clarified that background AEDs, ketogenic diet, and VNS settings could have been
adjusted as needed for seizure control and tolerability as per the Investigator’s judgement;
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e C(Clarified that date and time of administration of the investigational product, and the
frequency, duration and severity of seizures were only required to be recorded for
one week prior to Visit 8, Visit 9, and Visit 10;

¢ Removed the following as prohibited medications and foods:

— Medication (s) that are strong CYP3A4 inhibitors or inducers or CYP3A4-sensitive
substrates with a narrow therapeutic index;

— Corticotrophins;

— Systemic steroid therapy (excluding inhaled medication for asthma treatment) or any
other daily medications known to exacerbate epilepsy;

— Felbamate (if used for at least six months);

— Consumption of grapefruit, grapefruit juice, Seville oranges, Seville orange
marmalade, or other products containing grapefruit or Seville oranges.

e Updated to allow for new AEDs to be added to background therapy;

e Clarified that developmental capability, rather than chronological age, were to be used to
determine whether the subject completed the CGI-S for themselves;

e Updated identifying description of myoclonic seizures.

9.8.1.4 Protocol Amendment 4
Amendment 4 dated 05 October 2016 implemented the following changes:
¢ Removed Australia as a clinical conduct country;

e Allowed subjects from INSO11-15-054 to rollover into this study after completion of
Part A (Visit 6);

e Removed all references to INS011-14-024 and INS011-14-025;
e Reduced the number of study centers from 45 to 10;

¢ Allowed study centers to collect diet information, including time of closest meal to
administration of the investigational product and use of ketogenic diet;

e Added recommendations regarding administration of the investigational product with
regards to timing of meals;

e Reduced sample size from 232 to 80 subjects;
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e Updated exclusion criterion #4 to allow Investigators to enroll subjects with clinically
significant abnormal lab values that the Investigator judged acceptable and to have no
impact on subject safety;

¢ Allowed Investigators to adjust subject dose at any time as long as the maximum dose did
not exceed 40 mg/kg/day;

¢ Excluded subjects enrolling from INSO011-15-054 from completing IPES, VABS, and
C-SSRS evaluations;

¢ Restricted conduct of the VABS assessment to Visit 2 and Visit 10;

¢ Added guidance regarding the circumstances under which a seizure was considered an
AE;

¢ Removed the following as prohibited medications for subjects diagnosed with DS:
— Carbamazepine;
— Eslicarbazepine;
— Oxcarbazepine;
— Lamotrigine;
— Phenytoin.
9.8.1.5 Administrative Change 1

Administrative Change 1 dated 01 November 2016 removed all references to adult subjects
or subjects > 18 years were removed from the protocol.

9.8.1.6 Protocol Amendment 5
Amendment 5 dated 06 March 2017 implemented the following change:

e Added a description of dose tapering procedures for subjects who were not continuing to
receive the investigational product under an Investigator IND Expanded Access Program;

e Specified that dose tapering should be planned in advance to allow sufficient time to
complete the taper prior to Visit 10 at 48 weeks (£10 days).

prepacd v



Insys Development Company, Inc.
Protocol INS011-14-030 72 29 November 2017

9.8.2 Changes in the Planned Analyses

Changes that were made to the planned analyses after the finalization of the SAP were as
follows:

¢ Given that an Investigator could have chosen to down-titrate or up-titrate subjects to any
dose, results were not analyzed and presented “by dose and overall” as was stated in the
protocol. On 13 October 2016, it was decided that summaries should only be presented
by age category and overall as described in Sections 9 to 17 of the SAP
(Appendix 16.1.9).
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