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E.3  Reasons for the substantial amendment:
E.3.1 Changes in safety or integrity of  trial subjects yes  no   
E.3.2 Changes in interpretation of scientific documents/value of the trial yes  no   
E.3.3 Changes in quality of IMP(s) yes  no   
E.3.4 Changes in conduct or management of the trial yes  no   
E.3.5 Change or addition of principal investigator(s), co-ordinating investigator yes  no   
E.3.6 Change/addition of site(s) yes  no   
E.3.7 Other change yes  no   
E.3.7.1 If yes, specify:

Protocol amendment: 
Protocol v02: The main purpose of this amendment is to implement additional monitoring of cognition and 
neuropsychiatric signs and symptoms for participants and inform participants about the recent findings from 
other BACE-inhibitors that was implemented following an urgent safety measure (USM).  

ICF: The protocol changes affect the informed Consent, and a revised Informed Consent Form (ICF) takes 
into account the changes described in the protocol amendment. 

E.3.8  Other case yes  no   
E.3.8.1 If yes, specify

E.4  Information on temporary halt of trial8

E.4.1 Date of temporary halt (YYYY/MM/DD) 
E.4.2 Recruitment has been stopped yes  no    
E.4.3 Treatment has been stopped yes  no    
E.4.4 Number of patients still receiving treatment at time of the temporary halt in the MS concerned

by the amendment  (  ) 
E.4.5 Briefly describe (free text):

 Justification for a temporary halt of the trial
 The proposed management of patients receiving treatment at time of the halt (free text).
The consequences of the temporary halt for the evaluation of the results and for overall risk benefit assessment
of the investigational medicinal product (free text).

F DESCRIPTION OF EACH SUBSTANTIAL AMENDMENT9 (free text): 

Previous and new wording in 
track change modus 

New wording Comments/explanation/reasons 
for substantial amendment

As described in the CCNP520A2202J 
Protocol amendment version 02, track 
changes version, available upon 
request  

As described in the CCNP520A2202J 
Protocol amendment version 02, clean 
versio, available upon request 

 This amendment addresses proactive 
actions required to enhance the 
ongoing monitoring of CNP520. The 
changes to the protocol are required 
to reflect the Urgent Safety Measure 
(USM) action plan from 13-
November-2018. Other changes 
include change in dose adaptation 
strategy by introducing a lower dose 
regimen (LDR). The decision to 
introduce the option for DRM and to 
remove the original potential for 
adaptation was not driven by data of 
the clinical trial, but on other 
sponsor’s BACE inhibitor results. In 
addition, the DRM will keep main 
design features unchanged including 
the statistical testing procedure. 

Changes to specific sections of the 

8 Cf. Section 3.10. of the detailed guidance CT-1. 
9 Cf. Section 3.7.c. of the detailed guidance CT-1. The sponsor may submit this documentation on a separate sheet. 



protocol are described in track 
changes version, available upon 
request  

The protocol changes herein affect the Informed Consent, and a revised Informed Consent takes into account the 
changes described in the protocol amendment. The updated ICF version will be used to re-consent participants 
already enrolled in the trial and be used for consenting any newly enrolled participant. 

G CHANGE OF CLINICAL TRIAL SITE(S)/INVESTIGATOR(S) IN THE MEMBER STATE 
CONCERNED BY THIS AMENDMENT 

G.1  Type of change
G.1.1 Addition of a new site
G.1.1.1 Principal investigator (provide details below)
G.1.1.1.1 Given name
G.1.1.1.2 Middle name (if applicable)
G.1.1.1.3 Family name
G.1.1.1.4 Qualifications (MD……..) 
G.1.1.1.5 Professional address
G.1.2 Removal of an existing site
G.1.2.1 Principal investigator (provide details below)
G.1.2.1.1 Given name
G.1.2.1.2 Middle name (if applicable)
G.1.2.1.3 Family name
G.1.2.1.4 Qualifications (MD……..) 
G.1.2.1.5 Professional address
G.1.3 Change of co-ordinating investigator (provide details below of the new coordinating investigator)
G.1.3.1 Given name
G.1.3.2 Middle name
G.1.3.3 Family name
G.1.3.4 Qualification (MD……….) 
G.1.3.5 Professional address
G.1.3.6 Indicate the name of the previous co-ordinating investigator:
G.1.4 Change of principal investigator at an existing site (provide details below of the new principal

investigator) 
G.1.4.1 Given name
G.1.4.2 Middle name
G.1.4.3 Family name
G.1.4.4 Qualifications (MD……..) 
G.1.4.5 Professional address
G.1.4.6 Indicate the name of the previous principal investigator:

H CHANGE OF INSTRUCTIONS TO CA FOR FEEDBACK TO SPONSOR 

H.1  Change of e-mail contact for feedback on application*
H.2 Change to request to receive an .xml copy of CTA data  yes   no
H.2.1 Do you want a .xml file copy of the CTA form data saved on EudraCT?  yes   no
H.2.1.1 If yes provide the e-mail address(es) to which it should be sent (up to 5 addresses):
H.2.2 Do you want to receive this via password protected link(s)10?  yes   no

If you answer no to question H.2.2 the .xml file will be transmitted by less secure e-mail link(s)

H.2.3 Do you want to stop messages to an email for which they were previously requested?  yes   no
H.2.3.1 If yes provide the e-mail address(es) to which feedback should no longer be sent:

(*This will only come into effect from the time at which the request is processed in EudraCT).

10 This requires a EudraLink account. (See https://eudract.ema.europa.eu/ for details) 
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