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15.2 Amendment 2

Amendment 2 (dated 29 APR 20135) is an amendment to the Version 2.0 of the protocol,
dated 16 DEC 2014, Changes to the protocol include:

¢ Clarified software used to calculate sample size and clarified calculation of dropout
rate per request of the French Ethics Committee

o Updated the inclusion criteria to specify that new anticoagulants may or may not
require INR/PTT monitoring are allowed

e Added exclusion for hypersensitivity for active substance or any excipients for patient
safety

o Added exclusion criteria for known presence of osteonecrosis of jaw

e Revised exclusion criteria regarding platelet transfusions to I:ue within 4 weeks prior to
randomization for patient safety

e Revised exclusion criterion regarding use of biologic response modifiers to be within
4 weeks of randomization for clarification

e (Clarified definition of soft tissue lesions

e Updated guidance for management of thrombocytopenia for recovery to Grade 1 or
less before restarting | treatment to ensure enough bone marrow reserve for

subsequent lines of chemotherapy
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15.2.1 Overview of changes to the study

Modification 1

Clarified software used to calculate sample size and clarified calculation of dropout rate per
request of the French Ethics Committee.

Section affected includes:

e [0.4 Determination of sample size

Modification 2

Updated the inclusion criteria to specify that new anticoagulants may or may not require
INR/PTT monitoring are allowed.

Sections affected include:
s Synopsis: Diagnosis and main criteria for inclusion and exclusion
® 6.1 Inclusion criteria
s Table 9-1: Schedule of assessments
s 9.2.1 Screening Period (Visits 0 to 1)
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Amendment Number 6 Compared with Protocol Version Number 4.0

SUMMARY OF CHANGES
Dated

Version History
Document Date Version
Original Protocol 3.0 _
Amendment 1 to Protocol Version 3.0 3.1- _
Amendment 2 to Protocol Version 3.0 32— _
Amendment 3 to Protocol Version 3.0 4.0 a
Amendment 4 to Protocol Version 4.0 4.1- _
Amendment 5 to Protocol Version 4.0 4.2 - |
Amendment 6 to Protocol Version 4.0 5.0
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SUMMARY OF CHANGES DOCUMENT

Protocol version 5.0 Amendment Number 6, Dated
This summary of changes document has been prepared to summarize changes made to protocol (Version 4.0) by
Amendment 6 dated . These changes have resulted in protocol Version Number 5.0.

Significant changes include:

e Changing the inclusion criterion _ at screening visit” to _" to allow
historically seropositive patients. The screening visit restriction could cause selection bias by excluding seropositive
patients whoseh*els are suppressed below detection levels at the time of sereening due to

immunosuppression therapies (IST) or plasmapheresis.

e Allowing qualified non-physician healtheare professionals (e.g.., nurses) to conduct the EDSS rating, since in some
countries (e.g.. in USA) specialized nurses or physician assistants are trained to do EDSS rating and the associated Kurtzke
neurological exam.

¢ Introduction of the abbreviated trial name )
e Expanding number of sites from 100-120 to 120-150 to meet recruitment challenges.

e Extending the estimated date of last patient completed from 2016 to 2017. as the study duration is now anticipated to last
longer than originally anticipated due to enrollment challenges.

¢ Removal of an interim analysis, in alignment with recommendations from regulatory agencies, since the small number of
events that would have been included 1n the interim analysis was not expected to lead to informative results.

e Removal of language emphasizing reporting the IST use “within 24 months prior to the Sereening Visit”. to encourage
obtaming all available history on IST use for relapse prevention, to support proper definition of the IST treatment naive
group for the randomization stratification

Page 2 of 50

@
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Table 1: Summary of Individual Changes X
Section(s) Impacted Previous Text Amended Text Reason for Change(s)
Tiile Page and page Version 4.0 Version 5.0 Updated
headers
Title Page and page Date of Protocol: Date of Protocol: Updated
headers
Tiile Page Amendment Updated
Version 4.1 -
Amendment

Version 4.2 —
December 20
Amendment
Version 5.0 -
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Example #3 EXE &

Clinical Trial Protocol Amendment

Protocol Amendment No. 2.0

Scope Global

Pate of Protocol Amendment

Classification of Amendment Substantial

Clinical Trial Protocol No. EMR

Title A Phase Ib/IT Multicenter, Randomized, Open Label Trial to

Cell Lung Cancer (NSCLC) Harboring EGFR Mutation and
Having Acquired Resistance to First-line Gefitinib

Tr_in! Phase b/

—®
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Rationale for Changes @

Rationale for adding the mainland Chinese subject cohort in Phase

Rationale for changing the design of in Phase [1....13

Rationale for increasing the sample size of
and decreasing alpha level

Rationale for updating pemetrexed and cisplatin dosing
IS ETUCTIONS 11ttt ettt re e seere s eae e e ere e ce st nmr e eeeeeee e e esseemennes 14

Rational for implementation of Patient Reported Outcomes in
Phase [I: LCSS, BEORTC-QLO-C30 and EQ-5D-5L oo 14

Rationale for amending the blood pressure value in the exclusion
CTLRTION 1.t vissesressstissnms s s e srressrmesnes et e amne e sbeesae st es nssnesrnessnnes e sssnnrsans 15

Rationale for all other changes listed in Section 1 ..o 15
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4.

.

Tk 2% EMRAR B 3% 48

e ?\j e eoAudit Trail L3 # & Tk 25 ek
‘}\’?E‘b /P z;—\_‘_:l'_ IE.»FI ’f«-mll} P& B:‘!‘;F'&

If the EMR system of the hospital will be
considered to be used (involved) in the clinical
studies especially the global studies, the
specifications of the EMR system should meet
the criteria of global regulations (for example,
CFR 21 part 11, FDA relevant guidance for
clinical study...etc.). The data integrity should
be reliable base on the global regulations and
could be able to stand the inspection and review
by health authority.
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