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Changes to specific sections of the protocol are described in the track changes version of the protocol using 
strikethrough red font for deletions and red underlined for insertions, available upon request.   

Ensuing from this amendment the Informed Consent Form was updated, however, in the Netherlands no revised 
ICF addendum will be created to inform the patients about the changes of protocol amendment version 03. The 
reason is that all patients are already verbally informed as per the Follow-up #2 USM notification dated 12-Dec-
2019, which included Information for Study Participants. This information was to be shared verbally with 
ongoing participants that came for their scheduled mEoS visit on site or during the phone contact prior to local 
EC/IRB approval of the revised ICF addendum with the appropriate note made in the source documentation. As 
all patients have been verbally informed already, (this has been documented in the source) and as all study 
participants will have had their EoS visit by the time protocol amendment version 03 will be approved, no revised 
ICF will be referred to with protocol amendment version 03. 

The final study reports will be available for submission to HAs within 12 month after the LPLV from the 
Participant Follow-up phase. Novartis remains committed to advancing science in Alzheimer's disease and to 
presenting and sharing the program data when available within a final study report. 

EudraCT Application Form 
The sections A.4.2, A.4.3 of the EudraCT application form were updated to be in line with this amendment with 
revised sections highlighted in the enclosed updated pdf-version.  

• CNP520 Investigator’s Brochure Edition 6, dated 23-Aug-2019, replacing Edition 5 dated 21-Aug-2018

The current Investigator’s Brochure (IB) update to edition 6 is an annual update. The information on IB is updated 
with recent non-clinical and clinical trial information in the field of Alzheimer’s prevention and treatment and 
information added about urgent safety measure (USM) for stopping assessment of CNP520 in the ongoing clinical 
studies. 

Key changes made to the IB and rationale for these changes are described in the “Summary of key changes from 
Edition 6 to Edition 5”included in  the  Investigator’s Brochure at page 3 and, in addition, a separate Summary 
of Changes is available upon request. 

Overall Risk-Benefit: 
With the changes introduced in this edition of the IB, the risk/benefit assessment of (CNP520) is altered/ 
changed for people at risk for the onset of clinical symptoms of Alzheimer’s disease (according to protocols 

 and CNP520A2202J) 
On 11-Jul-2019, an Investigator Notification - Urgent Safety Measure (USM) was issued to discontinue 
assessment of CNP520 in the two Phase II/III studies in the Generation Program ( , Cohort II, 
and CCNP520A2202J). The decision followed the assessment of unblinded data, by the independent Data 
Monitoring Committee (DMC), during a planned data review on 26 June 2019. Main observation was consistent 
mild worsening in some measures of cognitive function in subjects receiving CNP520 as compared to subjects 
receiving placebo. 

Reference Safety Information 
No SARs are considered expected by the sponsor for the purpose of expedited reporting of SUSARs and 
identification of SUSARs in the “Cumulative summary tabulation of serious adverse reactions” in the DSUR for 
the IMP.  

More details of the changes may be found in track changes version of this IB and in the Summary of changes 
documents, both enclosed available upon request. 

The Investigator’s Brochure update has no impact on the ICF and protocol. 
Please find attached to this e-mail the following study documents supporting this notification: 
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