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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:
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 (2019/07/11) 
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: 

Overall, 1,136 patients are still in the treatment period at time of early termination in study CCNP520A2202J. 

CCNP520A2202J 
Country Number of Patients 
Belgium 3 
Finland 14 
France 1 
Germany 0 
Iceland 129 
Netherlands 22 
Portugal 8 
Spain 37 
Switzerland 11 
UK 155 
Argentina 0 
Chile 5 
South Korea 16 
Mexico 6 
Singapore 3 
South Africa 1 
Taiwan 3 
Australia 10 
Canada 36 
China 0 
Israel 6 
Italy 0 
Japan 28 
USA 642 

E.4.5 Briefly describe (free text):
• Justification for a temporary halt of the trial

The Sponsor’s decision to terminate early study CCNP520A2202J was made on July 8, 2019 and follows 
the assessment of unblinded data of the BACE1 inhibitor, CNP520, by the independent Data Monitoring 
Committee (DMC), during a planned data review on June 26, 2019. 

8 Cf. Section 3.10. of the detailed guidance CT-1. 



Key findings from this data review of CNP520 were as follows: 
• Consistent mild worsening was observed in some measures of cognitive function. Worse
performance on RBANS was observed for CNP520 15 mg and CNP520 50 mg compared to placebo
at both Week 13 and 26 in both studies. Increased decline in RBANS of more than 7 points and more
than 14 points was detected in the CNP 520 groups versus placebo. A consistent trend in worsening
was also observed for CDR-SOB in the CNP520 groups compared to placebo.
• Volumetric MRI (whole brain and hippocampal volume) indicated increased volume loss on active
treatment compared to placebo.
• Greater mean weight loss was observed at 26 weeks on CNP520 for both 15 mg and 50 mg doses vs
placebo.

The early worsening in some cognitive measures observed with CNP520 appears similar to data reported 
for other BACE inhibitors.  

Taking into consideration the totality of data available, the Sponsors are not confident that a state of 
equipoise (in which there is a reasonable balance between known and potential benefits and harms) still 
exists. Therefore, the decision has been made to discontinue assessment of CNP520 in the Generation 
program. 

A temporary halt in study is reflected herein for study CCNP520A2202J detailing the reasons for the early 
termination of study. The Declaration of the End of Trial Form, including information regarding early 
termination of study, will be submitted to each Health Authority once the Last Patient Last Visit (LPLV) 
occurs in this study. 

• The proposed management of patients receiving treatment at time of the halt (free text).
Please refer to the actions to be taken as part of this Urgent Safety measure in Investigator Notification – Urgent 
Safety Measure (USM) letter provided along with this notification. 

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). 

At the time of early termination of Study CCNP520A2202J is not available for evaluation. Study results 
will be further evaluated at the completion of the follow-up phase of the study and a study report will be 
provided to Health Authorities. 

F DESCRIPTION OF EACH SUBSTANTIAL AMENDMENT9 (free text): 

Previous and new wording in 
track change modus 

New wording Comments/explanation/reasons for 
substantial amendment 

Not Applicable Not Applicable 

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

G.1  Type of change

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



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).

I LIST OF THE DOCUMENTS APPENDED TO THE NOTIFICATION FORM (cf. Section 3.7 of 
detailed guidance CT-1) 

Please submit only relevant documents and/or when applicable make clear references to the ones 
already submitted. Make clear references to any changes of separate pages and submit old and new 
texts.  Tick the appropriate box(es). 

I.1 Cover letter 

I.2 Extract from the amended document in accordance with Section 3.7.c. of detailed guidance CT-1 (if not
contained in Part F of this form)  

I.3 Entire new version of the document11  
I.4 Supporting information EC   HA  

10 This requires a EudraLink account. (See https://eudract.ema.europa.eu/ for details) 
11 Cf. Section 3.7.c. of the detailed guidance CT-1. 
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