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PROTOCOL AMENDMENT, VERSION 2
RATIONALE

Protocol WN42444 has been amended to address a health authority (HA) requirement to
include a coronavirus disease 2019 (COVID-19) vaccination risk assessment, clarify
magnetic resonance imaging (MRI) monitoring requirements, the requirements for
starting the post-progression dose escalation period, the assessment schedule related to
the post-progression escalation period, the process of rescreening, and to add plasma
samples as specified below. Substantive changes to the protocol, along with a rationale
for each change, are summarized below.

Sections 2.3 and 6.8.1 have been updated to address a HA requirement to include a
COVID-19 vaccination risk assessment

Section 8.2.7 has been updated to clarify the MRI safety monitoring schedule for
each study period (initial dose escalation, maintenance dosing, and
post-progression dose escalation periods) and dosing schedule (every week [Q1W],
every 2 weeks [Q2W], every 4 weeks [Q4W])

Table A3-1 has been updated to clarify timing of MRIs related to amyloid-related
imaging abnormality (ARIA) management for each study period and dosing
schedule

Footnotes have been added to Tables 2, 3, 5 and 6 to clarify the assessment
schedule during and following the post-progression dose escalation

Text has been updated to clarify that, before a participant enters the
post-progression dose escalation period based on having clinically progressed, they
need to be on target dose; it has also been clarified that, in order to conclude on
clinical progression, the change in diagnostic classification must be confirmed on a
second visit, approximately 6 months later so that the diagnosis can be considered
stable

Pharmacokinetic samples at Week 131 and Week 183 have been added in Table 2
and Table 5 because they are needed for the valid assessment of anti-drug
antibodies (ADAs) at these timepoints

Tables 1-6 and A24-1 have been updated to clarify prothrombin time collection
timepoints

The process for rescreening has been clarified

Additional minor changes have been made to improve clarity and consistency.
Substantive new information appears in italics. This amendment represents cumulative
changes to the original protocol.
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1. PROTOCOL SUMMARY

1.1 SYNOPSIS

PROTOCOL TITLE: A PHASE Ill, MULTICENTER, RANDOMIZED, PARALLEL-GROUP,
DOUBLE-BLIND, PLACEBO-CONTROLLED STUDY TO
EVALUATE THE EFFICACY AND SAFETY OF GANTENERUMAB
IN PARTICIPANTS AT RISK FOR OR AT THE EARLIEST STAGES
OF ALZHEIMER’S DISEASE

Study Rationale

The primary purpose of this secondary prevention study is to evaluate the efficacy, safety,
pharmacodynamics, and pharmacokinetics of gantenerumab, an anti-amyloid  antibody, in
amyloid-positive, cognitively unimpaired participants at risk for or at the earliest stages of
Alzheimer’s disease (AD).

Alzheimer’s disease, a debilitating and progressive neurodegenerative disease, represents a
significant unmet medical need with no fully approved therapeutics to halt, slow, or prevent the
onset of symptoms. The currently available treatment options primarily include symptomatic
medications and are only approved for the overtly symptomatic stages of AD.

The amyloid hypothesis postulates that amyloid may be an early, key driver of

AD pathophysiology. If this hypothesis is true, then early intervention at the amyloid-positive,
cognitively unimpaired stage (i.e., at-risk stage of disease), may result in a high efficacy
potential for an anti-amyloid g antibody (i.e., gantenerumab), to slow the disease process and
preserve the cognitive and functional abilities of affected individuals. This is the main
hypothesis Study WN42444 (SKYLINE) aims to test.

Objectives and Endpoints and Estimands

Study WN42444 will evaluate the efficacy and pharmacodynamics of gantenerumab treatment
compared with control treatment as well as the safety and pharmacokinetics of gantenerumab
treatment compared with placebo in cognitively unimpaired participants, aged 60-80 years, at
risk for or at the earliest stages of AD who are amyloid-positive based on evaluations of either
cerebrospinal fluid (CSF) sampling or amyloid positron emission tomography (PET) imaging.
Study WN42444 is a randomized, double-blind, placebo-controlled study. Eligible participants
will be randomized in a 1:1 ratio to receive either gantenerumab or placebo. If, in the course of
the study, a participant progresses to a clinical diagnosis of mild cognitive impairment (MCI) or
dementia due to AD, a ‘post-progression dose escalation’ period will commence. During the
post-progression dose escalation period, participants who were randomized to placebo will
switch to gantenerumab in a double-blinded manner. Participants who were randomized to
gantenerumab will continue with gantenerumab (255 mg SC every 1 week [Q1W] or 510 mg SC
every 2 weeks [Q2W]). All participants who progress to a clinical diagnosis of MCI or dementia
due to AD must comply with all aspects of the post-progression dose escalation schedules of
activities.

The study treatment duration is 211 weeks regardless of the dosing regimen (i.e., Q1W or
Q2W) or whether a participant progresses to a clinical diagnosis of MCI or dementia due to AD.

The primary comparison for efficacy will be between the following arms:
o Experimental arm: participants randomized to gantenerumab at the beginning of the study

e Control arm: participants randomized to placebo at the beginning of the study, irrespective
of whether they progressed during the study and thus, started gantenerumab

The primary objective of this study is to evaluate the difference between the experimental and
control arms in the change from baseline to Year 4 in cognition, as measured by the
Preclinical Alzheimer’s Cognitive Composite-5 (PACC-5) score.

For pharmacodynamic measures, the primary comparison will be between gantenerumab and
control. For safety measures, the primary comparison will be between gantenerumab and
placebo.

Gantenerumab—F. Hoffmann-La Roche Ltd
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Primary Objective

Corresponding Endpoint

e To evaluate the efficacy of
gantenerumab compared with control
on cognition

Change from baseline to Year 4 in the
Preclinical Alzheimer’s Cognitive
Composite-5 score

Secondary Objectives

Corresponding Endpoints

e To evaluate the efficacy of
gantenerumab compared with control
on clinical progression

Time from randomization to clinical
progression to mild cognitive impairment or
dementia due to Alzheimer’s disease based
on the diagnosis of the independent Clinical
Adjudication Committee

e To evaluate the efficacy of
gantenerumab compared with control
on clinical progression

Time to onset of confirmed clinical
progression, defined as the time from
randomization to the first occurrence of
two consecutive visits

(approximately 6 months apart) with a
Clinical Dementia Rating Global Score > 0

e To evaluate the efficacy of
gantenerumab compared with control
on cognition and/or function

Change from baseline to Year 4 in the
Amsterdam Instrumental Activities of Daily
Living Questionnaire Short Version and the
Cognitive Function Instrument acute

Change from baseline to Year 4 in the
Clinical Dementia Rating Sum of Boxes

e  To evaluate the safety of
gantenerumab compared with placebo

Nature, frequency, severity, and timing of
adverse events, serious adverse events, and
adverse events of special interest

Physical examinations (including neurological
systems), vital signs, blood tests, ECGs, and
Columbia-Suicide Severity Rating Scale

Nature, frequency, severity, and timing of
magnetic resonance imaging (MRI) findings:
amyloid-related imaging
abnormalities—edemaleffusion and
amyloid-related imaging
abnormalities—hemosiderin deposition
Nature, frequency, severity, and timing of
injection-site reactions

Presence of anti-drug antibodies (ADAs)
during the study relative to the presence of
ADAs at baseline

Pharmacodynamic Biomarker Objective

Corresponding Endpoints

e  To evaluate biomarkers
of pharmacodynamics of
gantenerumab compared with control

Change in brain amyloid load over time, as
measured by amyloid positron emission
tomography (PET) in a subset of participants
Change in brain tau load over time, as

measured by tau PET in a subset of
participants

Gantenerumab—F. Hoffmann-La Roche Ltd
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Pharmacodynamic Biomarker Objective

Corresponding Endpoint

Change in cerebrospinal fluid (CSF)
biomarkers, including, but not limited to,
AB1-42, AB1-40, neurofilament light (NfL), pTau,
and tTau in a subset of participants

Change in blood-based biomarkers,
including, but not limited to, AB1-42, AB1-40,
NfL, and pTau in all participants

Change in MRI-derived measurements over
time, including, but not limited to, volumetric
changes in whole-brain, ventricles,
hippocampus, or other structures in all
participants

Exploratory Objectives

Corresponding Endpoints

e To evaluate the efficacy of
gantenerumab compared with control
on (1) depressive symptoms,

(2) clinician-rated, participant-rated,
and study partner-rated global
impression of overall disease severity,
and (3) health-related quality of life

(1) Change from baseline to Year 4 in the
Geriatric Depression Scale-30

(2) Change from baseline to Year 4 in the
AD Clinical Global Impression of Cognitive
Function, AD Participant Global Impression
of Cognitive Function, and AD Study Partner
Global Impression of Cognitive Function
scales

(3) Change from baseline to Year 4 in the
EuroQolL 5-Dimension, 5-Level
Questionnaire index-based and visual
analogue scores

e To evaluate the efficacy of
gantenerumab compared with control
on clinical progression

Time from randomization to clinical
progression to MCI or dementia based on the
site clinician’s diagnostic classification

e  To characterize the pharmacokinetic
(PK) profile of gantenerumab

Trough plasma concentrations of
gantenerumab at specified timepoints

PK parameters estimated with population
PK modeling

e To evaluate the potential relationships
between drug exposure and the
efficacy and safety of gantenerumab

Relationship between plasma concentration
or PK parameters of gantenerumab and
pharmacodynamics (PD) as well as efficacy
endpoints

Relationship between CSF concentration or
PK parameters of gantenerumab and safety
endpoints

. To evaluate the effect of ADAs

Relationship between ADA status and
efficacy, safety, PD, as well as PK endpoints

Gantenerumab—F. Hoffmann-La Roche Ltd
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Exploratory Objective Corresponding Endpoints

e  To identify biomarkers that are: e Relationship between biomarkers in blood
(1) predictive of response to and CSF and efficacy, safety, PK,
gantenerumab (i.e., predictive immunogenicity, or other biomarker
biomarkers), endpoints
(2) early surrogates of efficacy, e Relationship between biomarkers (such as
(3) associated with progression to a MRI, PET, CSF and blood mentioned in
more severe disease state secondary objectives) and efficacy, safety,
(i.e., prognostic biomarkers), PK, immunogenicity, or other biomarker
(4) associated with acquired endpoints

resistance to gantenerumab,

(5) associated with susceptibility to
developing adverse events or can lead
to improved adverse event monitoring
or investigation (i.e., safety
biomarkers)

(6) able to increase the knowledge and
understanding of disease biology and
drug safety

Overall Design

Study WN42444 is a 4-year and 9-month, Phase lll, multicenter, randomized, double-blind,
placebo-controlled, parallel-group study designed to evaluate the efficacy and safety of
gantenerumab in amyloid-positive, cognitively unimpaired participants at risk for or at the
earliest stages of AD.

The planned number of participants for the study is approximately 1200 participants randomized
in a 1:1 ratio to receive either gantenerumab or placebo (600 participants randomized to
gantenerumab and 600 participants randomized to placebo).

Participants will be selected based on (1) evidence of underlying cerebral A pathology as
indicated by amyloid PET or by the pTau1s1/AB1-42 ratio in the CSF, and (2) having both
unimpaired cognitive and functional status as evidenced by a Clinical Dementia Rating (CDR)
Global Score (CDR-GS=0), and the Repeatable Battery for the Assessment of
Neuropsychological Status (RBANS) Delayed Memory Index (DMI; >80). Eligible participants
will be 60-80 years of age, inclusive, must not meet the clinical diagnostic criteria for MCI due
to AD or dementia due to AD, and must meet all the eligibility criteria.

If, in the course of the study, participants, who have reached target dose, progress to a clinical
diagnosis of MCI or dementia due to AD (as determined by the independent clinical adjudication
committee [ICAC]), a post-progression dose escalation period will commence. During the
post-progression dose escalation period, participants who were randomized to placebo will
switch to gantenerumab in a double-blinded manner, unless the ongoing Phase Il studies of
gantenerumab in early AD do not demonstrate efficacy. For study purposes, clinical
progression to MCI or dementia due to AD is determined by the iCAC. In order to conclude on
clinical progression, the diagnostic classification change must be confirmed on the next
cognitive assessment visit, approximately 6 months later. Evaluation by the iCAC will be
triggered by pre-specified trigger criteria. Details of the trigger and diagnostic criteria for MCI
and dementia due to AD will be provided in the iCAC Charter.

The study treatment period for each participant is 211 weeks (i.e., baseline to Week 211,
inclusive) which constitutes the primary efficacy analysis dataset.

Number of Participants

Study WN42444 will enroll approximately 1200 participants aged 60—-80, who are cognitively
unimpaired or at risk for or are at the earliest stages of AD during the global enroliment phase of
this study.

Study Treatment
The active study drug under investigation for this study is gantenerumab.

Gantenerumab—F. Hoffmann-La Roche Ltd
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Gantenerumab
Gantenerumab will be administered by SC injections to all participants.

Participants who choose the Q1W dosing regimen at the target dose, and are randomized to the
active treatment arm will receive a dose of gantenerumab 120 mg SC every 4 weeks (Q4W)
three times, 255 mg SC Q4W three times, and 255 mg SC Q2W six times, regardless of
apolipoprotein E (APOE £4) status, prior to reaching the target dose of 255 mg Q1W

(i.e., 1020 mg per month).

Participants who choose the Q2W dosing regimen at the target dose, and are randomized to the
active treatment arm will receive a dose of gantenerumab 120 mg SC Q4W three times, 255 mg
SC Q4W three times, and 510 mg SC Q4W three times, regardless of APOE &4 status, prior to
reaching the target dose of 510 mg Q2W (i.e., 1020 mg per month).

Note: the minimum number of study drug doses, as outlined above, must be administered
during each titration step prior to dose escalation.

Following the initial dose escalation period, study drug will be administered at a Q1W or Q2W
dosing regimen. Participants will use their selected dosing regimen throughout the
maintenance dosing phase of the study.

For Q4W injections, a visit window of +7 days is allowed for dosing visits. Once study drug is
administered Q1W or Q2W, the visit window for dosing visits is +3 days. It is recommended not
to administer more than 1020 mg (i.e., 4 x 255 mg Q1W or 2x 510 mg for Q2W) within 28 days.
Always return to the initial planned dosing regimen for subsequent visits. If administration is not
possible on the scheduled dosing day, the study drug should be administered as soon as
possible within the time window from the scheduled dosing date. If the study drug cannot be
administered within the time window, the dose should be skipped, and the participant should
receive the next dose at the next scheduled time with the study drug dosing resumed in
accordance with the original dosing schedule.

During the initial dose escalation, the maintenance dosing periods, and the post-progression
dose escalation period (if applicable), injections will be administered SC into the abdomen as a
single injection, 2 or 3 injections as any combination of the following:

e 0.8 mL injection for the 120 mg dose or placebo
e 1.7 mL injection for the 255 mg dose or placebo

Participants on the Q1W dosing regimen will receive 1 SC study drug injection per dosing visit
during the initial dose escalation and maintenance dosing periods. However, participants on the
Q1W dosing regimen will receive 2 SC study drug injections per dosing visit at Week 1P,

Week 5P, and Week 9P, and 1 SC study drug injection per dosing visit at all other dosing visits
during the post-progression dose escalation period.

Participants on the Q2W dosing regimen will receive 1 SC study drug injection per dosing visit
until Week 25 during the initial dose escalation period. Starting at Week 25, participants will
receive 2 SC study drug injections per dosing visit during the initial dose escalation,
maintenance dosing, and post-progression dose escalation periods with the exception of dosing
at Week 1P, Week 5P, and Week 9P when they will receive 3 SC study drug injections per
dosing visit.

During pre-specified visits, the study drug may be administered by the participant or their study
partner (non-professional caregiver) at the participant’'s home or another suitable location
depending on the individual participant’s/study partner’s preference, if appropriately trained and
certified by the investigator or delegate, and allowed by local regulations.

During the initial dose escalation period, participants will receive SC injections of study drug by
the investigator or an appointed qualified study staff for the first 3 doses at the clinic. If the
participant or their study partner is willing and determined capable of administering

SC injections by the investigator or delegate, this participant or study partner will receive
observer and dose administration training at the first 3 dosing visits (i.e., Weeks 1, 5, 9). At the
next 4 visits (i.e., Weeks 13, 17, 21, and 25) the injections will be administered by the
participant or study partner under the site staff’'s supervision. Following the supervised dosing
visits at the clinic, subsequent dosing may be administered by the participant or study partner at
home except for doses that coincide with a clinic visit, in which case the participant or study
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partner should administer the injection in the clinic, under investigator/study staff supervision.
Study staff will document the outcome of the supervised administrations. Training and
supportive materials will be provided to the site and the participant and/or their study partner.
Following the in-person instructional training and supervised administrations at the site,
adequate supply of study drug will be provided. Participants should be observed for at least

2 hours after dosing for the first 4 administrations of study drug (corresponding to the injections
at Week 1, Week 5, Week 9 and Week 13); the observation time may be reduced to

at least 1 hour following all other administrations. However, participants must be observed for a
minimum of 1 hour after each injection by their study partner or another suitably trained
individual (i.e., “postdose observer”) even if they are self-administering the study drug.

Study partners and postdose observers will be trained by the site staff to recognize signs and
symptoms of allergic reactions and the appropriate actions to be taken if the participant were to
develop those signs and symptoms. Postdose observers must also sign the Postdose Observer
Informed Consent Form prior to the initiation of the training.

At subsequent visits, the investigator or appointed qualified study staff will determine if the
participant or study partner continues to be qualified to perform home administrations. If at any
time the investigator, participant, or study partner determines that home administration by the
participant or study partner is unqualified, then the study drug must be administered at home or
in the clinic by an alternative trained study drug administrator.

Starting from the fifth dose, at applicable sites, study drug may also be administered by a
trained healthcare professional (mobile nurse) at the participant’'s home or another suitable
location, if the participant has given written informed consent.

During the post-progression dose escalation period, participants must be observed for at least
2 hours after the first 4 ‘definitely active doses’ (i.e., dosing at Week 1P, Week 5P, Week 9P
and Week 13P). The observation time may be reduced to at least 1 hour following all other
administrations. Participant or study partner administration is prohibited during the
post-progression dose escalation period. The study drug administration by the participant or
their study partner may resume after Week 37P following assessment and adequate training, if
necessary, by the site. Sites must verify participant/study partner readiness for study drug
administration.

A vial adapter will be available in countries where it has been approved to withdraw the
medication from the vial into a disposable syringe (this device will be optional for health care
professionals and for participants and study partners [non-professional caregivers]).

For study drug administration days that include efficacy assessments, study drug must be
administered at the clinical site by the site staff or the participants/study partner.

Study personnel preparing and administering study drug must not be involved with any efficacy
or safety assessments.

Placebo

A placebo of identical composition (except gantenerumab) and volume to gantenerumab will be
administered by SC injection to the abdomen. The dosing schedule of the placebo and
gantenerumab will also be identical throughout the duration of the study.

Duration of Participation

The total duration of study participation for each participant is expected to be 244 weeks, which
includes the screening period (up to 17 weeks), the double-blind treatment period (211 weeks),
and the subsequent safety follow-up visit 16 weeks after the final safety and efficacy
assessment at Week 211.

Independent Data Monitoring Committee
An independent Data Monitoring Committee (iDMC) is being used.

Gantenerumab—F. Hoffmann-La Roche Ltd
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1.2 STUDY DESIGN
Figure 1 Study Design Schematic

Double-Blind Treatment Period

Safety

Screening Period Follow-Up

(4 years / 211 weeks)

(+16 weeks after final

(Max 17 weeks) efficacy assessment)

Experimental vs. Control in 1:1 ratio ®

OPTIONAL 9-MONTH UPTITRATION TARGET DOSE
B8BBM
e Participants receive SC | Participants receive SC Q1W study
(Max 4 weeks) administrations of study drug administrations as per schedule
drug as per schedule of of assessment at target dose Final safety
assessment until target (1020 mg/month) evaluation
Participants may Participants undergo doge (1020 mgmonth) is 10 Wocksafier i
undergo screening evaluations reached final efficacy
blood-based Lo assessment at
biomarker Participants may choose Participants receive SC Q2W study week 211
(BBBM) between Q1W or Q2W drug administrations as per schedule
prescreening Main Study ICF ; ;
Return of amyloid test and dosing regimens by week of assessment at target dose
APOE genotyping results 25" (1020 mg/month)
BBBM > 7 days prior to
Prescreening ICF randomization
17 WK, 1wk, 36 wk. 211 wk 227 wk

AD = Alzheimer’s disease; APOE = apolipoprotein E; BBBM = blood-based biomarker; ICF = Informed Consent Form; Max = maximum; MCI = mild

cognitive impairment; Q1W = every 1 week; Q2W = every 2 weeks; wk = week.

a This is a randomized, double-blind, placebo-controlled study. Eligible participants will be randomized in a 1:1 ratio to receive either
gantenerumab or placebo. If, in the course of the study, participants who are on target dose progress to a clinical diagnosis of MCI or dementia
due to AD, a blinded, post-progression dose escalation period will commence, with participants who were randomized to placebo switching to
gantenerumab.

b The default dosing regimen is Q2W.
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1.3 SCHEDULE OF ACTIVITIES
Table 1 Schedule of Activities: Week —17 to Week 37; Dose Escalation to Target Dose of 255 mg Q1W
Screening Period
Optional BBBM
Prescreening 2 Main
(Max. 4 weeks) | Screening | Baseline Dose Escalation Period Earl
any
Assessment/ Wk | Wk | Wk | Wk [ Wk | Wk [ Wk [ Wk | Wk | Wk | Wk | Wk | Tom visit
Procedure Week — 17 to — 1 Wk 1 5 9 13 17 21 25 27 29 3 33 35 37 (2 weeks
Dose Number 1 2 3| 4| 5 6 | 7| 8 9 | 10 [ 11 | 12 | 13 | afterlast
study drug Unsch
Dose Level (mg) 120 120 | 120 | 255 | 255 | 255 | 255 | 265 | 265 | 265 | 255 | 255 | 255 dose) Visit b
o/ o/ c/ Cl Gl c/ Cl
- Cl C/ | CS/ | CS/ | CS/ | CSI | cSf | Cf
Study drug administration C C G cS 1\[,;3{] ;3:} cS H H Hy H H cS
MN | MN | MN | MN | MN
Informed Consent(s) X X
Plasma sample for BBBM «
prescreening (optional)
Review of inclusion and 5
L X X
exclusion criteria
Clinical genotyping x
samples
Return of amyloid test
(CSF or PET) and X
APOE genotyping results ¢
Medical history, personal «
status, and demographics
Weight X xB xB X X
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Table 1 Schedule of Activities: Week -17 to Week 37; Dose Escalation to Target Dose of 255 mg Q1W (cont.)

Screening Period

Optional BBBM

Prescreening 2 Main

(Max. 4 weeks) Screening | Baseline Dose Escalation Period

Assessment/ Wk | Wk | Wk | Wk | Wk [ Wk | Wk | Wk | Wk | Wk | Wk | Wk Early
Procedure Week — 17 fo—1 Wk 1 5 9 13 17 2 25 27 29 31 33 35 37 Term Visit
Dose Number 1 2 3| 4| 5|6 |7 |8 |9 |10 11| 12] 13| (2weeksafter
|last study drug Unsch
Dose Level (mg) 120 120 | 120 | 255 | 255 | 265 | 265 | 255 | 255 | 255 | 255 | 255 | 256 dose) Visit b
Height b
12-lead ECG X x B xB xB X X
Uninalysis b
Urine pregnancy test b x B X X
Urine sample for «
drugs of abuse
PK plasma sample d x B xB xB xB X X
Plasma biomarker 8 8
X X X X X

sample d.¢
ADA plasma sample © x B xB xB xB X X
Serum chemistryand « B <8 < .
hematology
Metabolic tests, CRP, « . .
and PT£ ’
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Table 1 Schedule of Activities: Week -17 to Week 37; Dose Escalation to Target Dose of 255 mg Q1W (cont.)

Screening Period

Optional BBBM

Prescreening 2 Main

(Max. 4 weeks) Screening | Baseline Dose Escalation Period

Assessment/ Wk | Wk | Wk | Wk | Wk | Wk | Wk | Wk [ Wk | Wk | Wk | Wk Early
Procedure Week — 17 fo — 1 Wk 1 5 9 13 17 2 25 27 29 3 33 35 3r Term Visit
Dose Number 1 2 3| 4| 5|6 | 7| 8|9 |10 1]| 12|13 (2weeksafter
last study drug Unsch
Dose Level (mg) 120 120 | 120 | 255 | 255 | 255 | 265 | 255 | 255 | 255 | 265 | 255 | 255 dose) Visit b

Viral serology: HIV, <
HBV, HCV
Complete physical
examination
{Includes X xB X X
neurological
systems)
L|m|tgd p_hysmal B «
examination
MRI scan X x8 x8 X X
Amyloid PET scan @ X X
Tau PET Scangh X X
CSF sampling’ be X
Vital signs X xB xB | xB | xB | xB | xB | xB xB X X
Cont_}on’fltant. X xB xB | xB | x® [ xB [ xB | xB xB xB xB X X
medications’
Adverse events! X X xB xB | xB | xB | xB | xB | xB x8B xB xB X X
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Table 1 Schedule of Activities: Week -17 to Week 37; Dose Escalation to Target Dose of 255 mg Q1W (cont.)

Screening Period

Optional BBBM

Prescreening 2 Main

(Max_ 4 weeks) Screening | Baseline Dose Escalation Period

Assessment/ Wk | Wk | Wk | Wk | Wk | Wk | Wk | Wk | Wk | Wk | Wk | Wk
Procedure Week — 17 to — 1 Wk 1 5 9 13 17 2 25 27 29 H 33 35 37
Earl
Dose Number 1 2 3| 4|5 | 6|7 8|9 |w0]1|12]13 any
Term Visit
Dose Level (2 weeks after last Unsch
(mg) 120 120 | 120 | 255 | 265 | 265 | 255 | 265 | 255 | 255 | 255 | 255 | 255 study drug dose) Visit®

RBANS X
PACGC-5 X xB xB X X
CDR X xB X X
CFla xB xB X X
AIADL-Q-SV xB X X
AD-SPGI-S x B X X
AD-PGI-S xB X X
AD-CGI-S X X X X
EQ-5D-5L xB X X
GDS-30 xB xB X X
C-SSRS xB xB X X
DCF xB X X X
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Table 1 Schedule of Activities: Week —17 to Week 37; Dose Escalation to Target Dose of 255 mg Q1W (cont.)

ADA = anti-drug antibody; AD-CGI-S = Clinician Global Impression of Cognitive Function; AD-PGI-S = Participant Global Impression of Cognitive Function; AD-SPGI-S = Study Partner Global
Impression of Cognitive Function; A-IADL-Q-SV = Amsterdam Instrumental Activities of Daily Living Questionnaire Short Version; APOE = apolipoprotein E; ARIA-E = amyloid-related imaging
abnormalities — edemaleffusion; ARIA-H = amyloid-related imaging abnormalities — hemosiderin deposition; BBBM = blood-based biomarker; C = in-clinic administration by study staff;

CDR = Clinical Dementia Rating; CFla = Cognitive Function Instrument acute; CRP = C-reactive protein; C-SSRS = Columbia-Suicide Severity Rating Scale; CS = supervised in-clinic
administration, where applicable; CSF = cerebrospinal fluid; DCF = Diagnostic Classification Form; Early Term = Early Termination; EQ-5D-5L = EuroQol 5-Dimension 5-Level Questionnaire;
GDS-30 = Geriatric Depression Scale; H = visit appropriate for home administration by participant or study partner, where applicable; HBV = hepatitis B virus; HCV = hepatitis C virus;

CF = Informed Consent Form; Max. = maximum; MN = visit appropriate for home administration by mobile nursing professional, where applicable; MRI = magnetic
resonance imaging; PACC-5 = Preclinical Alzheimer’s Cognitive Composite-5; PET = positron emission tomography; PK = pharmacokinetic; Q1W = every 1 week; RBANS = Repeatable Battery
for the Assessment of Neuropsychological Status; Unsch = unscheduled; Wk = week.

x B = before study drug administration; visits may be split over 2 consecutive days.

The baseline visit (Week 1) may be split over 5 consecutive business days. All cognitive and functional assessments must be completed first, and before study drug administration. All safety
assessments (e.g., vitals, blood tests, and ECGs) must be completed on the day of dosing and before study drug administration. Study drug administration should be the last baseline visit activity,
marking the end of Week 1.

Participants should be observed for at least 2 hours after dosing for the first 4 administrations of study drug (corresponding to the injections at Week 1, Week 5, Week 9 and Week 13); the observation

time may be reduced to at least 1 hour following all other administrations.

2 Not applicable for sites where BBBM prescreening is not approved. Participation in the optional BBBM prescreening requires signing of the separate BBBM prescreening ICF.

b Scope of the unscheduled visit should include all efficacy assessments if they were missed at the preceding, regularly scheduled efficacy assessment visit. Safety assessments, including physical
examinations, must also be included if they were missed at the preceding, regularly scheduled safety assessment visit or as clinically indicated. Unscheduled visits related to the occurrence of
ARIA-E or ARIA-H are to follow the PK and plasma biomarker sampling rules as detailed below.

¢ Return of amyloid test and APOE genotyping results must take place at least 7 days prior to the randomization visit. Follow-up over disclosures should occur within 1 week of the provision of
results.

4 Visits, including PK, ADA and plasma biomarker sampling must take place in-clinic.

A PK sample is to be obtained as soon as practicable (e.g., at an unscheduled visit or the next study visit) following an MRI scan showing new occurrence or worsening of ARIA-E or ARIA-H that
meets the discontinuation criteria.

An additional plasma exploratory biomarkers sample is to be obtained as soon as practicable (e.g., at an unscheduled visit or the next study visit) following each MRI scan showing ARIA-E until
and including ARIA-E resolution (i.e., new, worsened, stable, improved, resolved ARIA-E).

¢ Plasma biomarker sample during the main screening period should only be collected if the BBBM prescreening was not completed for the participant.

Metabolic tests include hemoglobin Aic, total cholesterol, high-density lipoprotein, low-density lipoprotein, triglycerides, folic acid, vitamin B-12,

methylmalonic acid, total thyroxine, free thyroxine, and thyroid-stimulating hormone levels. These tests should be collected as fasting samples

(i.e., at least 4 hours after meals).

9 Tau and amyloid PET scheduling window is + 14 days. In an exceptional case of tau or amyloid PET scheduling issue the Sponsor must be notified and the scans may be performed up to
3 months after the scheduled assessment. For Early Termination visits, tau and amyloid PET scans should only be obtained if the last scan was > 6 months earlier.
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Table 1 Schedule of Activities: Week —17 to Week 37; Dose Escalation to Target Dose of 255 mg Q1W (cont.)

" Baseline tau PET should be obtained prior to first dose of study drug. However, in an exceptional case, and with the notification of the Sponsor, the baseline tau PET may be obtained within
3 months of randomization.

i Cerebrospinal fluid collection must be performed in the morning (between 8:00 a.m. and noon) to minimize potential diurnal variation of CSF parameters and should be performed prior to dosing.
For Early Termination visits, CSF sampling should only be obtained if the last CSF sampling was > 6 months earlier.

i Every 4 weeks, except when there is an in-clinic visit, the investigator or an appointed qualified study staff member will have a telephone conversation with the participant and study partner to elicit,
in a non-leading way, information on medication errors, adverse events, and changes to concomitant medications that may have occurred in the home setting. Therefore, there will be contact
between the study staff and the participant/study partner at least every 4 weeks. The study staff is encouraged to have more frequent calls with a particular participant/study partner if considered
appropriate by the investigator. In addition, the participant and study partner must be instructed to contact the investigator and seek approval for continued study drug dosing in the home setting in
case of onset of any new symptoms or symptom worsening, new or changed concomitant medications, or medication errors.
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Table 2 Schedule of Activities: Week 38 to End of Study; 255 mg Q1W

Final Safety and

Follow-up Safety

Maintenance Dosing from Week 38 to Week 210 Efficacy
Assessment Assessment
38 54 80 106 132 158 184 Week 227 or
Assessment/ | - 3, to fo to o to to | Week211 | 15weeks after
Procedure (week) | 52 53 78 79 | 104 | 105 | 130 | 131 | 156 | 157 | 182 | 183 | 210 Early Term Visit
14 30 56 82 108 134 160 Early
to fo fo fo to fo fo Term Visit
Dosenumber | 28 | 29 | 54 | 55 | 80 | 81 [ 106 | 107 | 132 | 133 | 158 | 159 | 186 (2 weeks after
last study drug | Unsch
Dose level (mg) | 255 | 255 | 265 | 265 | 255 | 255 | 256 | 255 | 265 | 265 | 255 | 256 | 255 dose Visit 2

[?S'rf’ C/ (%1" G/ (%! G/ (%! G/ CCS!Jf G/ (%f G/ CCS!.’

Study Drug Administraion |y | ¢s | W | cs | W |cs| W |cs| W [cs| W |cs| H
MN MN MN MN MN MN MN
12lead ECG xB xB xB x B x B xB X X X X
PK plasma samplet xB xB xB xB x B xB X X X
Plasma biomarker sample xB xB xB x B X X X X
ADA plasma sample b xB xB xB x B x B xB X X X
Egnnrﬁotl:gl;;nistryand xB xB xB xB xB xB X X X X
T;E%E fests, CRP, xB XE XE X X X X
Complelﬁ physical
examination B B B
(Includes neurologic X X X X X X X
systems)
Limited physical B B B
examination X X X X
Weight xB xB xB x B X X X X
Vital signs xB xB xB x B x B xB X X X X
Concomitant medications ¢ xB | xB ] xB | xB | x®B | xB | xB | x8 | xB | xB [ xB | xB | xB X X X X
Adverse eventsd xB | xB | xB | xB | xB | xB | xB | xB | xB | xB | xB | xB | xB X X X X
Urine pregnancy test xB xB X X X X
X

MRI scan xB xB xB x B (4 wks after last X X

dose)
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Table 2 Schedule of Activities: Week 38 to End of Study; 255 mg Q1W (cont.)

_ ) Final Safety Follow-up
Maintenance Dosing from Week 38 to Week 210 and Efficac Safety
Assessmen Assessment
38 54 80 106 132 158 184 1‘d5‘.‘eek 527 f(t) 4
weeks after
Assessment |4 to to to to to to Week 211 Early Term
Procedure (week) | 52 53 78 79 104 | 105 | 130 | 131 | 156 | 157 | 182 | 183 | 210 Visit
14 30 56 82 108 134 160 Earl
to to fo to to to to Term Visit
Dose number | 28 29 b4 55 80 81 106 | 107 | 132 | 133 | 158 | 159 | 186 (2 weeks after
last study drug Unsch
Dose level (mg) | 265 | 2565 | 255 | 255 | 265 | 255 | 255 | 255 | 255 | 255 | 255 | 256 | 255 dose) Visit 2

Amyloid PET scan®:f X X X X
Tau PET scan &f X X X X
GSF sampling 2 x B xB X X
PACC-5 xB x8 xB xB xB xB X X X
CDR xB xB xB xB xB xB X X X
CFla xB x8 xB xB xB xB X X X
A-JADL-Q-SV xB X X X
AD-SPGI-S X X X X
AD-PGI-S xB X X X
AD-CGI-S X X X X X X X X X
EQ-5D-5L xB xB xB X X X
GDS-30 xB xB xB xB xB xB X X X
C-SSRS xEB xB xB xB xB xB X X X X
DCF X X X X X X X X X

ADA = anti-drug anfibody; AD-CGI-S = Clinician Global Impression of Cognitive Function; AD-PGI-S = Participant Global Impression of Cognitive Function; AD-SPGI-S = Study Partner Global
Impression of Cognitive Function; A-IADL-Q-SV = Amsterdam Instrumental Activities of Daily Living Questionnaire Short Version; ARIA-E = amyloid-related imaging abnormalities — edemaleffusion;
ARIA-H = amyloid-related imaging abnormalities — hemosiderin deposition; C = in-clinic administration by study staff, CDR = Clinical Dementia Rating; CFla = Cognitive Function Instrument acute;
CRP =C-reactive protein; C-SSRS = Columbia-Suicide Severity Rating Scale; CS = supervised in-clinic administration, where applicable; CSF = cerebrospinal fluid; DCF = Diagnostic Classification
Form; Early Term = Early Termination; EQ-5D-5L = EuroQol 5-Dimension 5-Level Questionnaire; GDS-30 = Genatric Depression Scale; H = visit appropriate for home administration by participant or
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Table 2 Schedule of Activities: Week 38 to End of Study; 255 mg Q1W (cont.)

study partner, where applicable; MN = visit appropriate for home administration by mobile nursing professional, where applicable; MRI = magnetic resonance imaging; PACC-5 = Preclinical
Alzheimer’s Cognitive Composite-5; PET = positron emission tomography; PK = pharmacokinetic; Q1W = every 1 week; Unsch = unscheduled; Wk = week.

x B = before study drug administration; visits may be split over 2 consecutive days.

As per Table 1, participants reach the target dose at Week 37 after which they will continue with the Q1W dosing frequency. Subsequently, the next dose after Week 37 is given at Week 38, and last
dose is given at Week 210 during maintenance dosing.

Participants should be observed for at least 2 hours after dosing at Week 1, Week 5, Week 9 and Week 13; the observation time may be reduced to at least 1 hour following all other administrations.

a

Scope of the unscheduled visit should include all efficacy assessments if they were missed at the preceding, regularly scheduled efficacy assessments visit. Safety assessments, including physical
examinations, must also be included if they were missed at the preceding, regularly scheduled safety assessments visit or as clinically indicated. Unscheduled visits related to the occurrence of
ARIA-E or ARIA-H are to follow the PK and plasma biomarker sampling rules as detailed below.

Visits, that include PK, ADA and plasma biomarker sampling must take place in-clinic.

A PK sample is to be obtained as soon as practicable (e.g., at an unscheduled visit or the next study visit) following an MRI scan showing new occurrence or worsening of ARIA-E or ARIA-H that
meets the discontinuation criteria. An additional plasma exploratory biomarkers sample is to be obtained as soon as practicable (e.g., at an unscheduled visit or the next study visit) following each
MRI scan showing ARIA-E until and including ARIA-E resolution (i.e., new, worsened, stable, improved, resolved ARIA-E).

Metabolic tests include hemoglobin A1C, total cholesterol, high-density lipoprotein, low-density lipoprotein, triglycerides, folic acid,
vitamin B-12, methylmalonic acid, total thyroxine, free thyroxine, and thyroid-stimulating hormone levels. These tests should be collected
as fasting samples (i.e., at least 4 hours after meals).

Every 4 weeks, except when there is an in-person clinic visit, the investigator or an appointed qualified study staff will have a telephone conversation with the participant and study partner to elicit,
in a non-leading way, information on medication errors, adverse events, and changes to concomitant medications that may have occurred in the home setting. Therefore, there will be contact
between the study staff and the participant/study partner at least every 4 weeks. The study staff is encouraged to have more frequent calls with a particular participant/study partner if considered
appropriate by the investigator. Following the first 2 years of study treatment, the frequency of this telephone surveillance may be reduced to occur at least once, at midtime, between the 6-month
in-person clinic visits. However, for participants who enter the post-progression dose escalation period, there will be contact between the study staff and the
participant/study partner at least every 4 weeks for 2 years after entering the post-progression dose escalation period (Table 3). Following this 2-year
period, the frequency of this telephone surveillance can be reduced again as outlined above. Inaddition, the participant and study partner must be instructed to contact the
investigator and seek approval for continued study drug dosing in the home setting in case of onset of any new symptoms or symptom worsening, new or changed concomitant medications, or
medication errors.

Optional post-baseline amyloid and tau PET scans will be administered until the target number of scans is reached.

Tau and amyloid PET scheduling window is + 14 days. In an exceptional case of tau or amyloid PET scheduling issues the Sponsor must be notified and the scans may be performed up to

3 months after the scheduled assessment. For Early Termination visits, tau and amyloid PET scans should only be obtained if the last scan was > 6 months earlier.

Optional post-baseline CSF samples will be collected until the target number of samples is reached. Cerebrospinal fluid collection must be performed in the morning (between 8:00 a.m. and noon)
to minimize potential diurnal variation of CSF parameters and should be performed prior to dosing. For Early Termination visits, CSF sampling should only be obtained if the last CSF sampling was
> 6 months earlier.

Gantenerumab—F. Hoffmann-La Roche Ltd
28/Protocol WN42444, Version 2



Table 3 Schedule of Activities: Post-Progression Dose Escalation with Q1W Study Drug Administration
Frequency; Dosing Weeks 1P-37P

Neuropsychological efficacy assessments (i.e., Preclinical Alzheimer’'s Cognitive Composite-5 [PACC-5], Cognitive Function
Instrument acute [CFla], Amsterdam Instrumental Activities of Daily Living Questionnaire Short Version [A-AIDL-Q-SV],

Clinical Dementia Rating [CDR], Alzheimer’s disease Clinician Global Impression of Cognitive Function [AD-CGI-S],
Alzheimer’s disease Participant Global Impression of Cognitive Function [AD-PGI-S], Alzheimer’s disease Study Partner Global
Impression of Cognitive Function [AD-SPGI-S], EuroQol 5-Dimension, 5-Level Questionnaire [EQ-5D-5L], Geriatric Depression
Scale-30 [GDS-30]), and the Diagnostic Classification Form (DCF), should continue as per the original schedule of activities
(i.e., Table 2).

Participants originally randomized to active treatment will continue with gantenerumab 255 mg SC every 1 week (Q1W).
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Table 3 Schedule of Activities: Post-Progression Dose Escalation with Q1W Study Drug Administration Frequency;
Dosing Weeks 1P-37P (cont.)

Dose Escalation Period = *
Wk Wk Wk Wk
Assessment/ Wk Wk Wk 10P Wk 14P Wk 18P Wk 22P Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk
Procadure 1P 2P4P | Wk5P | 6P-BP | Wk9P -12P 13P —16P 17P —20P 21P —24P 25P 26P 7P 28P 29P Jop P 32p 3P up 35P 6P 7P
Dose Number 1 24 ] 6-8 9 1012 13 1416 7 18-20 pal 2224 25 26 7 28 29 30 3 32 33 34 35 36 v
Participants
previously on
placebo:
Dose Level
{mag) 120 pch 120 pch 120 pch 255 pch 255 pch 255 pch 255 pch 255 pch 255 pch 255 pch 255 pch 255 pch 255
Participants 1x 1= 1x
previously on 0.8A 0.8A 0.8A 1= 1x 1x 1x 1% 1% 1% 1% 1x
placebo: +1x 1x +1x 1x +1x 1x 17 1x 1.7 1x 1.7 1x 1.7 1x 1.7 1x 1.7 1 1.7 1x 1.7 1x 17 1x 1x
Injections (mL) | 1.7pcb | 17pchb | 1.7pch | 17pcb | 17peh | 17 pcb A 1.7 pch A 1.7 pch A 1.7 pch A 1.7 pch A 1.7 pch A 1.7 pch A 1.7 pcb A 1.7 pcb A 17pch | 1TA
Participants
previously on
active
freatment:
Dose Level
(mg) 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255
Participants
previously on 1x 1% 1x Unsch
active | 0.8 pch 0.8 pcb 0.8 pcb 1% 1% 1% 1% 1x 1x 1x 1x 1% e
treatment | +1x 1% +1x 1x +1x 1% 17 1% 17 1x 17 1x 17 1% 17 1% 17 1% 17 1% 17 1% 17 1% 1 Visit
Injections (ml) 17A 17A 17A 17A 17A 17 A A 17 A A 1i7A A 1i7A A 174 A 174 A 174 A 17 A A 17 A A 17 A 174
Studvd c Gl c Gl c [#} c [#} [} Cf [} Cf C [} [#) Gl [#) [} [#) [} [#) [} ¥ [¥] C
admiﬁisﬂ?ﬁon ’ MN MN MN MN MN MN MN MN MN MN MN MN MN MN MN MN MN MN MN
i] ;] i}
124ead ECG® X X X *
PK plasma x® x® x8 X8 X
sample f
Plasma
Biomarker x® x® *
Samplef
ADA Plasma x8 x® x®8 x8 X
Samplef
Serum
chemisfry and x® x® X
hematology ®
Metabalic tests, x B ¥
CFfP and PT
3
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Table 3 Schedule of Activities: Post-Progression Dose Escalation with Q1W Study Drug Administration Frequency;
Dosing Weeks 1P-37P (cont.)

Adverse events
1

Dose Escalation Period 2.°
Wk Wk Wk Wk
Assessment/ Wk Wk Wk 10P Wk 14P Wk 18P Wk 2P Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk
Procadure 1P 2P4P | Wk5P | 6P-BP | Wk9P -12pP 13P —16P 17P —20P 21P —24p 25P 26P 1P 28p 29p Jop P 32p 3P up 35p 36P 37P
Dose Number 1 24 5 68 9 1012 13 1416 7 18-20 A 22-24 % 26 7 28 2 30 3 32 33 kL 35 36 7
Participants
previously on
placebo:
Dose Level
{mg) 120 pch 120 pch 120 pch 255 pch 255 pch 255 pch 255 pch 255 pch 255 pch 255 pch 255 pch 255 pch 255
Participants 1x 1% 1x
previously on 0.84 0.8A 0.8A 1% 1% 1% 1% 1 1 1 1 1%
placebo: +1x 1= +1x 1x +1= 1% 1.7 1= 1.7 1x 1.7 1x 1.7 1x 1.7 1x 1.7 1x 1.7 1x 1.7 1x 1.7 1= 1x
Injections (mL) | 1.7pch | 17pchb | 17pch | 1.7peh | 17pch | 17 pch A 1,7 pch A 1,7 pch A 1,7 pch A 1,7 pch A 1,7 pch A 1,7 pch A 1,7 pcb A 1,7 pcb A 17pch | 17A
Participants
previously on
active
treatment:
Dose Level
{mg) 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 259
Participants
previously on 1x 1x 1x Unsch
active | 0.8pch 0.8 pcb 0.8 pch 1= 1x 1x 1x 1x 1x 1x 1x 1= e
treatment: +1x 1x +1x 1x +1x 1x 1.7 1x 1.7 1x 1.7 1x 1.7 1x 1.7 1x 1.7 1x 1.7 1x 1.7 1x 1.7 1x 1x Visit
Injections (ml) 17A 17A 17A 17A 1.7A 17TA A 17TA A 17A A 17A A 17A 1TA 17A 17 A 17 A A 17A 17A
Complete
hysical
gxaysminaﬁon x® X
(Includes
neurclogical
systems
Limited ¥ 8 X
physical
examination
; xE x5 X
Weight
Vital signs x? [ XE X= xd xd xd [ X
Concomitant x® xe X8 %8 %8 %8 %8 %8 X8 x8 X
medications'
xB xE xB x® xB xB xB xB xB xB X
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Table 3 Schedule of Activities: Post-Progression Dose Escalation with Q1W Study Drug Administration Frequency;
Dosing Weeks 1P-37P (cont.)

Dose Escalation Period 3.©
Wk Wk Wk Wk
Assessment/ Wk Wk Wk 10P Wk 14P Wk 18P Wk 2P Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk Wk
Procedure 1P 2P4P | Wk5P | 6P-BP | WkOP —12p 13P —16P 17P —20P P —24p 25p 26P 27p 28p 29p Jop Hp zp p up 35P 36P P
Dose Number 1 2-4 5 68 9 10-12 13 14-16 17 18-20 A 22-24 25 2% 7 28 ] 30 H 2 k] M £ 36 37
Participants
previoushy on
placebo:
Dose Level
(mg) 120 pch 120 pch 120 pch 255 pch 255 pch 255 pch 255 pch 255 pch 255 pch 255 pch 255 pch 255 pch 255
Participants 1% 1x 1x
previoushy on 0.8A 0.8A 0.8a 1= 1% 1% 1% 1% 1% 1x 1x 1x
placebo: +1x 1x +1x 1= +1x 1x 1.7 1x 1.7 1x 1.7 1x 1.7 1= 1.7 1x 1.7 1x 1.7 1x 1.7 1x 1.7 1x 1=
Injections (mL) | 1.7pcb | 17pch | 1.7pchb | 17pch | 1.7pchb | 17 pch A 1,7 pch A 1,7 pcb A 1,7 pcb A 1,7 pch A 1,7 pch A 1,7 pch A 1,7 pch A 1,7 pch A 17pch | 174
Participants
previously on
active
treatment:
Dose Level
(mg) 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255 255
Parficipants
previously on 1% 1x 1x Unsch
active | 0.8 pch 0.8 pcb 0.8 pcb 1 1= 1= 1= 1= 1= 1x 1x 1x .
treatment: +1x 1x +1x 1= +1= 1= 1,7 1= 1.7 1= 1.7 1= 17 1= 17 1= 17 1x 17 1x 17 1x 1,7 1x 1= Visit
Injections (ml) 17A 17A 17A 17TA 17A 17A 17A 17 A 17 A A 17A A 1TA A 17A A 17A A 17A 1TA 17A
Urine xB X
pregnancy test
MRI scan®* x* X2 x® x
Amyloid PET X
scanhk!
Tau PET scank x
K1
CSF sampling " xE
m
B ]
C-SSRS * * X

ADA = anfi-drug anfibody; ARIA-E = amyloid-related imaging abnormalities—edemaleffusion; ARIA-H = amyloid-related imaging abnormalities— hemosiderin deposition; C = in-clinic administration by study staff, CSF = cerebrospinal fiuid; C-SSRS = Columbia-Suicide Severity Rafing Scale; MN = wisit
appropriate for home administration by mobile nursing professional, where applicable; MRI = magnetic resonance imaging; pch = placebo; PET = positron emission fomography; PK = pharmacokinetic; Q1W = every 1 week; Unsch = unscheduled; Wk = week.

x B = before study drug administrafion; visits may be split over 2 consecutive days.

During the post-progression dose escalation period, all assessments, with the exception of the neuropsychological efficacy assessments, should be performed following the schedule of acfivifies in Table 3 considering the related footnotes (a—m). Following Week 37P, assessments should be

continued as per Table 2, with the exception of MRI monitoring, taking into account the time spent on the post-progression dose escalafion (i.., Table 3). For example, if a participant moved from Table 2 at Week 100, and completed the activities of Week 37P (Table 3), then activities of
Table 2 should be resumed starting at Week 138. Early Termination visits should be conducted as detailed in Table 2.
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Table 3 Schedule of Activities: Post-Progression Dose Escalation with Q1W Study Drug Administration Frequency;
Dosing Weeks 1P-37P (cont.)

a

b

Visit weeks and dose numbers only refer to the ‘post-progression dose escalation” period. Visit weeks are labeled ‘P’ (i.e., post-progression).

Visits at Weeks 1P, 5P, 9P, 13P, 17P, 21P, 25P, 27P, 29P, 31P, 33P, 35P, and 37P are defined as ‘definitely active dosing’ visits when both participant previously on placebo and active

treatment receive an active dose of study drug.

Scope of the unscheduled visit should include all efficacy assessments if they were missed at the preceding, regularly scheduled efficacy assessments visit. Safety assessments, including physical examinations, must also be included if they were
missed at the preceding, regularly scheduled safety assessments visit or as clinically indicated. Unscheduled visits related to the occurrence of ARIA-E or ARIA-H are to follow the PK, ADA and plasma biomarker sampling rules as detailed below.

Participants should be observed for at least 2 hours after the first 4 ‘definitely active doses’ (i.e., dosing at Week 1P, Week 5P, Week 9P and Week 13P). The observation time may be reduced to at least 1 hour following all other administrations.
Participant or study partner administration is prohibited during the ‘post-progression dose escalation’ period. Study drug administration by the participant or their study partner may resume after Week 37P following assessment and adequate training, if
necessary, by the site. Sites must verify participant/study partner readiness for study drug administration.

If MRI, 12-lead ECG, metabolic tests, CRP, PT serum chemistry and hematology were obtained within 4-weeks of Week 1P, these assessments do not need to be repeated during the Week 1P visit.

Visits, including PK, ADA and plasma biomarker sampling must take place in-clinic. A PK sample is to be obtained as soon as practicable (e.g., at an unscheduled visit or the next study visit) following an MRI scan showing new occurrence or worsening
of ARIA-E or ARIA-H that meets the discontinuation criteria. An additional plasma exploratory biomarkers sample is to be obtained as soon as practicable (e.g., at an unscheduled visit or the next study visit) following each MRI scan showing ARIA-E
until and including ARIA-E resolution (i.e., new, worsened, stable, improved, resolved ARIA-E).

During the post-progression dose escalation period, MRIs must be obtained -at minimum- before the first post-progression dose (Week 1P), after the second (Week 25P) and third (Week 37P)
dose-escalation steps as detailed in Table 3. Once participants have reached target dose, MRIs must be obtained 4 months, then 10 months, then 16 months after the first target dose, after which

annual MRI monitoring frequency can be initiated.

Metabolic tests include hemoglobin A1C, total cholesterol, high-density lipoprotein, low-density lipoprotein, triglycerides, folic acid, vitamin B-12, methylmalonic acid, total thyroxine, free
thyroxine, and thyroid-stimulating hormone levels. These tests should be collected as fasting samples (i.e., at least 4 hours after meals).

Every 4 weeks, except when there is an in-clinic visit, the investigator or an appointed qualified study staff member will have a telephone conversation with the participant and study partner to elicit, in a non-leading way, information on medication errors,
adverse events, and changes to concomitant medications that may have occurred in the home setting. Therefore, there will be contact between the study staff and the participant/study partner at least every 4 weeks. The study staff is encouraged to
have more frequent calls with a particular participant/study partner if considered appropriate by the investigator. In addition, the participant and study partner must be instructed to contact the investigator and seek approval for continued study drug
dosing in the home setting in case of onset of any new symptoms or symptom worsening, new or changed concomitant medications, or medication errors.

Optional post-baseline amyloid and tau PET scans will be administered until the target number of scans is reached.

Tau and amyloid PET scheduling window is + 14 days. In an exceptional case of tau or amyloid PET scheduling issue the Sponsor must be notified and the scans may be performed up to 3 months after the scheduled assessment.

For Early Termination visits, tau and amyloid PET scans should only be obtained if the last scan was > 6 months earlier.

CSF sampling, amyloid and tau PET scans must be repeated prior to the first ‘post-progression dose escalation’ dose administration if the last such assessment occurred > 6 months earlier. This repeat assessment will then replace the next originally

scheduled Year 2, Year 3 or Year 4 ment if this ment is due in < 6 months.
If the last CSF sampling, amyloid and tau PET scan took place < 6 months of the first ‘post-progression dose escalation’ dose administration, assessments should be continued as per the original schedule of activities (i.e., Table 2).

Optional post-baseline CSF sampling will be continued until the target number of samples is reached. Cerebrospinal fluid collection must be performed in the morning (between 8:00 a.m. and noon) to minimize potential diurnal variation of CSF

parameters and should be performed prior to dosing.
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Table 4 Schedule of Activities: Week —17 to Week 37; Dose Escalation to Target Dose of 510 mg Q2W

Screening Period

Optional BBBM . Baseline Dose Escalation Period
. Main Early
Prescreening 2 . .
Screening Term Visit
(Max. 4 weeks)
(2 weeks
Assessment / Procedure Week —17to—1 Wk 1 Wk5 | Wk9 | Wk13 | Wk17 | Wk21 | Wk256 | Wk29 | Wk 33 | Wk37 | after last
Dose Number 1 2 3 4 5 6 7 8 9 | 10 | study
drug Unsch
Dose Level (mg) 120 120 | 120 | 255 | 255 | 255 | 510 | 510 | 510 | ©10 dose) Visite
cl C/
c/ cl Cl
Study drug administration C C C ((); ; Cs/ Cs/ 6] [I:-?[ Cj.‘ gé
MN | MN MN | MN
Informed Consent(s) X X
Plasma sample for BBBM <
prescreening (optional)
Review of inclusion and exclusion . B
critenia
Clinical genotyping samples X
Retumn of amyloid test (GSF or PET) .
and APOE genotyping results
Medical history, personal status, and .
demographics
Weight X xB xB X X
Height X
12-lead ECG X xB x B xB X X
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Table 4 Schedule of Activities: Week -17 to Week 37; Dose Escalation to Target Dose of 510 mg Q2W (cont.)

Screening Period

Optional BEBBM . Baseline Dose Escalation Period
) Main Early
Prescreening 2 Screenin Term Visit
(Max_ 4 weeks) g
(2 weeks
Assessment / Procedure Week —17to —1 Wk 1 Wk5 | Wk9 | Wk13 | Wk17 | Wk21 | Wk25 | Wk29 | Wk 33 | Wk37 | after last
Dose Number 1 2 3 4 5 6 7 8 9 | 10 | Sty
drug Unsch
Dose Level (mg) 120 120 | 120 | 255 | 255 | 255 | 510 | 510 | 510 | ©10 dose) Visite
Urinalysis X
Urine pregnancy test X xB X b
Urine sample for drugs of abuse X
PK plasma sample xB x B xB xB X X
Plasma biomarker sample . X xB xB X X
ADA plasma sample d xB xB xB xB X X
Serum chemistry and hematology X xB xB X X
Metabolic tests, CRP and PTf x x x
Viral serology: HIV, HBV, HCV X
Complete physmal.examlnahon . B y «
(Includes neurological systems)
Limited physical examination xB X
MRI scan X xB xB X X
Amyloid PET scan 9 X X
Tau PET scan@.h X X
CSF sampling’ X X
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Table 4 Schedule of Activities: Week -17 to Week 37; Dose Escalation to Target Dose of 510 mg Q2W (cont.)

Screening Period

Optional BEBBM . Baseline Dose Escalation Period
) Main Early
Prescreening 2 Screenin Term Visit
(Max_ 4 weeks) g
(2 weeks
Assessment / Procedure Week —17to—1 Wk 1 Wk 5 Wk9 | Wk13 | Wk17 | Wk21 | Wk25 | Wk29 | Wk 33 | Wk37 | afterlast
Dose Number 1 2 3 4 5 6 7 8 9 10 | Study
drug Unsch
Dose Level (mg) 120 120 | 120 | 255 | 255 | 255 | 510 | 510 | 510 | ©10 dose) Visite

Vital signs X xB xB xB x8 xB xB xB xB X X
Goncomitant medications! X xB xB xB xB xB xB xB xB xB xB X X
Adverse events! X X xB xB xB xB xB xB xB xB xB xB X X
RBANS X
PACC-5 X xB xB X X
CDR X xB X X
CFla xB xB X X
AJADL-Q-SV xB X X
AD-SPGI-S xB X X
AD-PGI-S xB X b
AD-CGI-S X X X X
EQ-5D-5L xB X X
GDS-30 xB xB X X
C-SSRS xB xB X X
DCF xB X X X
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Table 4 Schedule of Activities: Week —17 to Week 37; Dose Escalation to Target Dose of 510 mg Q2W (cont.)

ADA = anti-drug antibody; AD-CGI-S =Clinician Global Impression of Cognitive Function; AD-PGI-S = Participant Global Impression of Cognitive Function; AD-SPGI-S = Study Partner Global
Impression of Cognitive Function; A-IADL-Q-SV=Amsterdam Instrumental Activities of Daily Living Questionnaire Short Version; APOE = apolipoprotein E; ARIA-E = amyloid-related imaging
abnormalities — edemaleffusion; ARIA-H = amyloid-related imaging abnormalities — hemosiderin deposition; BBBM = blood-based biomarker; C = in-clinic administration by study staff;

CDR = Clinical Dementia Rating; CFla = Cognitive Function Instrument acute; CRP = C-reactive protein; C-SSRS = Columbia-Suicide Severity Rating Scale; CS = supervised in-clinic

administration, where applicable; CSF = cerebrospinal fluid; DCF = Diagnostic Classification Form; Early Term = Early Termination; EQ-5D-5L = EuroQol 5-Dimension 5-Level Questionnaire;

GDS-30 = Geriatric Depression Scale; H = visit appropriate for home administration by participant or study partner, where applicable; HBV = hepatitis B virus; HCV = hepatitis C virus;

ICF = Informed Consent Form; Max. = maximum; MN = visit appropriate for home administration by mobile nursing professional, where applicable; MRl = magnetic

resonance imaging; PACC-5 = Preclinical Alzheimer’s Cognitive Composite-5; PET = positron emission tomography; PK = pharmacokinetic; Q2W = every 2 weeks; RBANS = Repeatable Battery

for the Assessment of Neuropsychological Status; Unsch = unscheduled; Wk = week.

x B = before study drug administration; visits may be split over 2 consecutive days.

The baseline visit (Week 1) may be split over 5 consecutive business days. All cognitive and functional assessments must be completed first, and before study drug administration. All safety

assessments (e.g., vitals, blood tests, and ECGs) must be completed on the day of dosing and before study drug administration. Study drug administration should be the last baseline visit activity,

marking the end of Week 1.

Participants should be observed for at least 2 hours after dosing for the first 4 administrations of study drug (corresponding to the injections at Week 1, Week 5, Week 9 and Week 13); the

observation time may be reduced to at least 1 hour following all other administrations.

2 Not applicable for sites where BBBM prescreening is not approved. Participation in the optional BBBM prescreening requires signing of the separate BBBM prescreening ICF.

b Scope of the unscheduled visit should include all efficacy assessments if they were missed at the preceding, regularly scheduled efficacy assessments visit. Safety assessments, including
physical examinations, must also be included if they were missed at the preceding, regularly scheduled safety assessments visit or as clinically indicated. Unscheduled visits related to the
occurrence of ARIA-E or ARIA-H are to follow the PK and plasma biomarker sampling rules as detailed below.

¢ Return of amyloid test and APOE genotyping results must take place at least 7 days prior to the randomization visit. Follow-up over disclosures should occur within 1 week of the provision of
results.

4 Visits, including PK, ADA and plasma biomarker sampling must take place in-clinic.
A PK sample is to be obtained as soon as practicable (e.g., at an unscheduled visit or the next study visit) following an MRI scan showing new occurrence or worsening of ARIA-E or ARIA-H that
meets the discontinuation criteria. An additional plasma exploratory biomarkers sample is to be obtained as soon as practicable (e.g., at an unscheduled visit or the next study visit) following each
MRI scan showing ARIA-E until and including ARIA-E resolution (i.e., new, worsened, stable, improved, resolved ARIA-E).

¢ Plasma biomarker sample during the main screening period should only be collected if the BBBM prescreening was not completed for the participant.

f Metabolic tests include hemoglobin A1C, total cholesterol, high-density lipoprotein, low-density lipoprotein, triglycerides, folic acid, vitamin B-12,
methylmalonic acid, total thyroxine, free thyroxine, and thyroid-stimulating hormone levels. These tests should be collected as fasting samples (i.e., at least
4 hours after meals).

9 Tau and amyloid PET scheduling window is + 14 days. In an exceptional case of tau or amyloid PET scheduling issue the Sponsor must be notified and the scans may be performed up to
3 months after the scheduled assessment. For Early Termination visits, tau and amyloid PET scans should only be obtained if the last scan was > 6 months earlier.
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Table 4 Schedule of Activities: Week —17 to Week 37; Dose Escalation to Target Dose of 510 mg Q2W (cont.)

" Baseline tau PET should be obtained prior to first dose of study drug. However, in an exceptional case, and with the notification of the Sponsor, the baseline tau PET may be obtained within
3 months of randomization.

i Cerebrospinal fluid collection must be performed in the morning (between 8:00 a.m. and noon) to minimize potential diurnal variation of CSF parameters and should be performed prior to dosing.
For Early Termination visits, CSF sampling should only be obtained if the last CSF sampling was > 6 months earlier.

I Every 4 weeks, except when there is an in-clinic visit, the investigator or an appointed qualified study staff member will have a telephone conversation with the participant and study partner to elicit,
in a non-leading way, information on medication errors, adverse events, and changes to concomitant medications that may have occurred in the home setting. Therefore, there will be contact
between the study staff and the participant/study partner at least every 4 weeks. The study staff is encouraged to have more frequent calls with a particular participant/study partner if considered
appropriate by the investigator. In addition, the participant and study partner must be instructed to contact the investigator and seek approval for continued study drug dosing in the home setting in
case of onset of any new symptoms or symptom worsening, new or changed concomitant medications, or medication errors.
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Table 5 Schedule of Activities: Week 38 to End of Study; 510 mg Q2W

. ) Final Safety Follow-Up
Maintenance Dosing from Week 38 to Week 210 and Efficacy Safety
Assessment | Assessment
Week 227 or
Assessment/ | 39 55 81 107 133 159 185 15 weeks
fo to to fo to to fo after Earl
Procedure (week) | 51 53 77 79 103 105 129 131 155 157 181 183 209 Week 211 Term Visi Earlv T
1 19 32 45 58 71 84 e
fo to to fo to to to (2 weeks
Dose number | 17 18 30 31 43 44 56 57 69 70 82 83 96 after last
dose of study | Unsh
Dose level (mg) | 510 510 510 510 510 510 510 510 510 510 510 510 510 drug) Visit @
(%’ Cl Ccé[! C/ CGSI.‘ Cl CGSJIIJIr Cl CCSII Cl (%! cl [%’
Study drug adminisiration H | cs | W [ cs | W [cs | W [cs | H [cs | H | cs | H
MN MN MN MN MN MN MN
12-lead ECG xB xB x B xB x B xB X X X X
PK plasma sample ® xB xB x B xB x B x B X X X
Plasma biomarker sample b xB xB xB x B X X be X
ADA plasma sample® xB xB x B xB x B xB X X X
Egm:goﬁlge;nistryand xB xB xB xB xB xB X X X X
IMD%t?bohc tests, CRP, x B x B x B x x x X
Complete physical B B B
examination X X X X X X X
Limited physical
examinaptio);l:3 x® x® x® X
Weight xB xB x B x B X X X X
Vital signs xB xB x B xB x B xB X X X X
Concomitant medications ¢ xB xB xB xB xB xB xB xB xB xB xB xB xB X X X X
Adverse events ¢ xB xB xB xB xB xB x8B x8 xB xB x8 xB xB X X X X
Urine pregnancy test xB xB X X be X
X
MRI scan xB xB xB xB (4 wks after X X
last dose)
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Table 5 Schedule of Activities: Week 38 to End of Treatment Period (Week 211); 510 mg Q2W (cont.)

_ ) Final Safety Follow-Up
Maintenance Dosing from Week 38 to Week 2102 and Efficacy Safety
Assessment | Assessment
39 55 81 107 133 159 185 Vh;eg y QQE >
weeks
Assessment/ to to fo to fo to to after Early
Procedure (week) 51 53 77 79 103 105 129 131 155 157 181 183 | 209 Week 211 Term Visit Earlv T
11 19 32 45 58 71 84 gt
to to to to to to to (2 weeks
Dose number 17 18 30 31 43 44 56 57 69 70 82 83 96 fter last
dose of study | Unsh
Dose level (mg) | 510 510 510 510 510 510 510 510 510 510 510 510 | 510 drug) Visit b
Amyloid PET scan® X X X X
Tau PET scan &f X X X X
CSF samplings x B xB X X
PACC-5 xB xB xB xB xB xB X X X
CDR xB xB xB xB xB xB X X X
CFla xB xB xB xB xB xB X X X
A-IADL-Q-SV xB X X X
AD-SPGI-S X X X X
AD-PGI-S xE X X X
AD-CGI-S X X X X X X X X X
EQ-5D-5L xB xB xB X X X
GDS-30 xB xB xB xB xB xB X X X
C-SSRS xB xB xB xB xB xB X X X X
DCF X X X X X X X X X

ADA = anti-drug antibody; AD-CGI-S = Clinician Global Impression of Cognitive Function; AD-PGI-S = Participant Global Impression of Cogpnitive Function; AD-SPGI-S = Study Partner Global Impression of
Cognitive Function; A-JADL-Q-SV = Amsterdam Instrumental Activities of Daily Living Questionnaire Short Version; ARIA-E = amyloid-related imaging abnormalities — edemaleffusion;
ARIA-H = amyloid-related imaging abnormalities — hemosiderin deposition; C = in-clinic administration by study staff; CDR = Clinical Dementia Rating; CFla = Cognitive Function Instrument acute;
C-5SRS = Columbia-Suicide Severity Rating Scale; CS = supervised in-clinic administration, where applicable; CSF = cerebrospinal fluid; DCF = Diagnostic Classification Form; Early Term = Early
Termination; EQ-5D-5L = EuroQol 5-Dimension 5-Level Questionnaire; GDS-30 = Geriatric Depression Scale; H = visit appropriate for home administration by participant or study partner, where applicable;
MN = visit appropriate for home administration by mobile nursing professional, where applicable; MRI = magnetic resonance imaging; PACC-b = Preclinical Alzheimer's Cognitive Composite-5;
PET = positron emission tomography; PK = pharmacokinetic; Q2W = every 2 weeks; Unsch = unscheduled; Wk = week.
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Table 5 Schedule of Activities: Week 38 to End of Treatment Period (Week 211); 510 mg Q2W (cont.)

x B = before study drug administration; visits may be split over 2 consecutive days.

As per Table 4, participants reach the target dose at Week 37 after which they continue with the Q2W dosing frequency. Subsequently, the next dose after Week 37 is given at Week 39, and last dose is given
at Week 209 during maintenance dosing.

Participants should be observed for at least 2 hours after dosing at Week 1, Week 5, Week 9 and Week 13; the observation time may be reduced to at least 1 hour following all other administrations.

3 Scope of the unscheduled visit should include all efficacy assessments if they were missed at the preceding, regularly scheduled efficacy assessments visit. Safety assessments, including physical
examinations, must also be included if they were missed at the preceding, regularly scheduled safety assessments visit or as clinically indicated. Unscheduled visits related to the occurrence of ARIA-E or
ARIA-H are to follow the PK and plasma biomarker sampling rules as detailed below.

b Visits, including PK, ADA and plasma biomarker sampling must take place in-clinic.

A PK sample is to be obtained as soon as practicable (e.g., at an unscheduled visit or the next study visit) following an MRI scan showing new occurrence or worsening of ARIA-E or ARIA-H that meets the
discontinuation criteria. An additional plasma exploratory biomarkers sample is to be obtained as soon as practicable (e.g., at an unscheduled visit or the next study visit) following each MRI scan showing
ARIA-E until and including ARIA-E resolution (i.e., new, worsened, stable, improved, resolved ARIA-E).

¢ Metabolic tests include hemoglobin A1C, total cholesterol, high-density lipoprotein, low-density lipoprotein, triglycerides, folic acid, vitamin B-12, methylmalonic
acid, total thyroxine, free thyroxine, and thyroid-stimulating hormone levels. These tests should be collected as fasting samples (i.e., at least 4 hours after meals).

4 Every 4 weeks, except when there is an in-clinic visit, the investigator or an appointed qualified study staff member will have a telephone conversation with the participant and study partner to elicit, in a non-
leading way, information on medication errors, adverse events, and changes to concomitant medications that may have occurred in the home setting. Therefore, there will be contact between the study staff
and the participant/study partner at least every 4 weeks. The study staff is encouraged to have more frequent calls with a particular participant/study partner if considered appropriate by the investigator.
Following the first 2 years of study treatment, the frequency of this telephone surveillance may be reduced to occur at least once, at midtime, between the 6-month in-clinic visits. Howewver, for
participants who enter the post-progression dose escalation period, there will be contact between the study staff and the participant/study partner at least every 4
weeks for 2 years after entering the post-progression dose escalation period (Table 6), after which the frequency of this telephone surveillance can be reduced again
as outlined above. In addition, the participant and study partner must be instructed to contact the investigator and seek approval for continued study drug dosing in the home setting in case of onset of
any new symptoms or symptom worsening, new or changed concomitant medications, or medication errors.

¢ Tau and amyloid PET scheduling window is + 14 days. In an exceptional case of tau or amyloid PET scheduling issue the Sponsor must be notified and the scans may be performed up to 3 months after
the scheduled assessment. For Early Termination visits, tau and amyloid PET scans should only be obtained if the last scan was > 6 months earlier.

f Optional post-baseline CSF samples will be collected until the target number of samples is reached. Cerebrospinal fluid collection must be performed in the morning (between 8:00 a.m. and noon) to
minimize potential diurnal variation of CSF parameters and should be performed prior to dosing. For Early Termination visits, CSF sampling should only be obtained if the last CSF sampling was
> 6 months earlier.

g Optional post-baseline amyloid and tau PET scans will be administered until the target number of scans is reached.
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Table 6 Schedule of Activities: Post-Progression Dose Escalation with Q2W Study Drug Administration
Frequency; Dosing Weeks 1P-37P

Neuropsychological efficacy assessments, i.e., PACC-5, CFla, A-AIDL-Q-SV, CDR, AD-CGI-S, AD-PGI-S, AD-SPGI-S, EQ-5D-5L,
GDS-30, and the DCF, should continue as per the original schedule of activities (i.e., Table 5).

Participants originally randomized to active treatment will continue with gantenerumab 510 mg SC every 2 weeks (Q2W).

Assessment / Dose Escalation Period 2. &
Procedure
Wk 1P Wk 3P Wk 5P Wk 7P WkOP | Wk11P | Wk13P | WK15P | Wk17P | WKk19P | Wk21P | Wk23P | Wk25P | Wk27P | Wk29P | Wk 31P | Wk33P | Wk 35P | Wk37P
Dose Number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19
Participants
previously on
placebo:
Dose Level
(mg) 120 pch 120 pch 120 pch 255 pch 255 pch 255 pcb 510 pch 510 pch 510 pch 510
Participants 1x 1x 1x
previously on 08A 08A 08A 1x17 1x1.7 1x17
placebo: +2x 2 x +2x 2% +2x 2 x A+1x 2% A+1x 2% A+1x 2x 2 x 2x 2x 2x 2% 2% 2%
Injections (mL) | 1.7pcb | 1.7pch | 1.7pch | 1.7pcb | 17pcb [ 17pchb | 17pcb | 17pcb | 17pch | 1.7pchb | 1.7pch | 1.7 pcb 17A 1.7 pcb 17A 1.7 pch 17A 1.7 pcb 17A
Participants
previously on
active
treatment:
Dose Level
(mg) 510 510 510 510 510 510 510 510 510 510 510 510 510 510 510 510 510 510 510
Participants : 1 :
previously on X x X
active | 0.8 pcb 0.8 pcb 0.8 pcb Uns_ch
treatment: +2x 2 x +2x 2% +2x 2 x 2x 2% 2% 2% 2x 2x 2x 2% 2 x 2% 2% 2% 2x Visit e
Injections (mL) 17A 17A 17TA 17A 17A 17A 17A 17A 17A 17TA 17A 17A 17A 17A 17A 17TA 17A 17A 17A
Study d c C/ c Cf C cl c c/ G/ c/ G/ C/ c G/ G/ C/ G/ G/ c
udy drug. MN MN MN MN MN MN MN MN MN MN MN MN MN
administration 4
12-lead ECG* x* X= x* X
PK plasma xB xB xB x8 b
samplef
Plasma
biomarker x® x® x
sample
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Table 6 Schedule of Activities: Post-Progression Dose Escalation with Q2W Study Drug Administration Frequency;
Dosing Weeks 1P-37P (cont.)

Assessment /
Procedure

Dose Escalation Period 2

Wk 1P

Wk 3P

Wk 5P

Wk 7P

Wk 8P

Wk 11P

Wk 13P

Wk15P

Wk 17P

Wk19P

Wk 21P

Wk 23P

Wk 25P

Wk 27P

Wk 29P

Wk 31P

Wk 33P

Wk 35P

Wk 37P

Dose Number

9

10

11

12

16

Participants
previously on
placebo:
Dose Level

(mg)

120

pch

120

120

pch

255

pch

255

510

510

pch

510

510

Participants
previously on
placebo:
Injections (mL)

1x
08A
+2x
1.7 pcb

1.7 pcb

1x

08A
+2x
1.7 pcb

1x
08A
+2x

1.7 peb

1.7 peb

117
A+1x
1.7 pcb

1.7 peb

1x17
A+1x
1.7 pcb

2x
1.7 pcb

2 x
17A

1.7A

1.7 pch

2%
17A

2x
17A

Participants
previously on
active
treatment:
Dose Level

(mg)

510

510

510

510

510

510

510

510

510

510

510

510

510

510

510

510

510

510

510

Participants
previously on
active
treatment:
Injections (mL)

1x
0.8 pcb
+2x
1.7A

2 x
17A

1x
0.8 pcb
+2x
1.7A

1x
0.8 pcb
+2x
1.7A

2 x
17TA

2%
17A

2%
17A

2%
17A

2 x
17TA

2x
17A

2 x
17A

2%
17A

1.7A

2x
17A

2%
17A

2%
1T7A

2x
17A

Unsch
Visit

ADA plasma
sample

xB

x8

xB

xB

Serum
chemistry and
hematology =

xB

xB

Metabolic
tests, CRP,
PTe gh

x B

Complete
physical
examination
(Includes
neurological
systems)

xEB
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Table 6 Schedule of Activities: Post-Progression Dose Escalation with Q2W Study Drug Administration Frequency;
Dosing Weeks 1P-37P (cont.)

Assessment / Dose Escalation Period =
Procedure
Wk 1P Wk 3P Wk 5P Wk 7P Wk9P | Wk11P | Wk13P | WK15P | Wk 17P | WKk19P | Wk21P | Wk23P | Wk25P | Wk27P | Wk29P | Wk 31P | Wk33P | wk35P | Wk37P
Dose Number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19
Participants
previously on
placebo:
Dose Level
(mg) 120 pch 120 pcb 120 pch 255 pcb 255 pch 255 pcb 510 pch 510 pcb 510 pcb 510
Participants 1x 1x 1x
previously on 08A 08A 08A 1x17 1x1.7 117
placebo: +2x 2% +2x 2% +2x 2% A+1x 2x A+1x 2x A+1x 2% 2% 2% 2% 2x 2x 2x 2x
Injections (mL) | 1.7pcb | 1.7pch | 1.7pchb | 1.7pcb | 17pcb | 17pchb | 17peb | 17peb | 17pch | 1.7pch | 17 1.7 pcb 17A 1.7 pcb 17A 1.7 pcb 17A 1.7 pcb 17A
Participants
previously on
active
treatment:
Dose Level
(mg) 510 510 510 510 510 510 510 510 510 510 510 510 510 510 510 510 510 510 510
Participants
previously on 1x 1x 1% Unsch
active | 08 pcb 0.8 pcb 0.8 pcb ns_c
treatment | +2x 2x +2x 2% +2x 2x 2 x 2% 2x 2% 2% 2% 2 x 2 x 2 x 2x 2% 2x 2x Visit ©
Injections (mL) 17A 17A 17A 17A 17A 17A 17A 17A 17A 17A 17A 17A 17A 17A 17A 17A 17A 17A 17A
Limited
physical x® x
examination
R XE i X
Weight
Vital signs X8 XE xB X8 X3 XE xB X8 X
Concomitant X8 XE xB X8 x@ XB xB xB x® X8 X
medications |
Adverse events xB xB xB x8 x8 xB xB xB X8 x8 X
Urine xB X
pregnancy test
MRI scan =&f x® x® X8 x
Amyloid PET X
scankk!
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Table 6 Schedule of Activities: Post-Progression Dose Escalation with Q2W Study Drug Administration Frequency;
Dosing Weeks 1P-37P (cont.)

Assessment /
Procedure

Dose Escalation Period !

Wk 1P

Wk 3P

Wk 5P

Wk 7P

Wk 9P

Wk 11P

Wk 13P

Wk15P

Wk 17P

Wk19P

Wk 21P

Wk 23P

Wk
25P

Wk 27P

20P

Wk 31P

Wk
33P

Wk
35P

Wk
3P

Dose
Number

10

16

17

18

19

Parficipants
previously on
placebo:
Dose Level

(mg)

120

pch

pch

120

pch

255

pch

255

255

pch

510

510

pch

510

pch

510

Parficipants
previously on
placebo:
Injections
(mL)

1x

08A
+2x
1.7 pcb

1x
08A
+2x
1.7 pcb

1x
08A
+2x
1.7 pch

1x1TA
+1x
1.7 pcb

1x1TA
+1x
1.7 pcb

1x1T7A
+1x
1.7 pch

2x
1TA

2x
17A

~ira
§_x

2x

2x
17A

Parficipants
previously on
active
treatment:
Dose Level

(mg)

510

510

510

510

510

510

510

510

510

510

510

510

510

510

510

510

510

Parficipants
previously on
active
freatment:
Injections
(mL)

2x
17A

1x
0.8 pcb
+2x
17A

1.7A

2x
17A

2x
17A

2x
17A

2%
17A

2x
17A

2x
17A

2x
17A

2 x
17A

2x
17A

2x

1.7A

2x
17A

Unsch
Visit #

Tau PET
scankk!

CSF
sampling:™

C-35RS

xEB

¥ B

ADA = anti-drug antibody; ARIA-E = amyloid-related imaging abnormalities — edemaleffusion; ARIA-H = amyloid-related imaging abnormalities — hemosiderin deposition; C = in-clinic administration by study

staff, CSF = cerebrospinal fluid; CRP = C-eactive protein; C-SSRS = Columbia-Suicide Severity Rating Scale; MN = visit appropriate for home administration by mobile nursing professional, where applicable;
MRI = magnetic resonance imaging; pcb = placebo; PET = positron emission tomography; PK = pharmacokinetic; Q2W = every 2 weeks; Unsch = unscheduled; Wk = week.

x B = before study drug administration; visits may be split over 2 consecutive days.

During the post-progression dose escalation period, all assessments, with the exception of the neuropsychological efficacy assessments, should be performed following the schedule of activities in Table &
considering the related footnotes (a—m). Following Week 37P, assessments should be continued as per Table 5, with the exception of MRI monitoring, taking into account the time spent on the
post-progression dose escalation (i.e., Table 6). For example, if a participant moved from Table 5 at Week 100, and completed the activities of Week 37P (Table 6), then activities of Table 5 should be resumed
starting at Week 138. Early Termination visits should be conducted as detailed in Table 5.
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Table 6 Schedule of Activities: Post-Progression Dose Escalation with Q2W Study Drug Administration Frequency;
Dosing Weeks 1P-37P (cont.)

a

b

Visit weeks and dose numbers only refer to the ‘post-progression dose escalation’ period. Visit weeks are labeled ‘P’ (i.e., post-progression).

Visits at Weeks 1P, 5P, 9P, 13P, 17P, 21P, 25P, 29P, 33P, and 37P are defined as “definitely active dosing’ visits when both participant previously on
placebo and active treatment receive an active dose of study drug.

Scope of the unscheduled visit should include all efficacy assessments if they were missed at the preceding, regularly scheduled efficacy assessments visit. Safety assessments, including physical
examinations, must also be included if they were missed at the preceding, regularly scheduled safety assessments visit or as clinically indicated. Unscheduled visits related to the occurrence of
ARIA-E or ARIA-H are to follow the PK, ADA and plasma biomarker sampling rules as detailed below.

Participants should be observed for at least 2 hours after after the first 4’ definitvely active doses’ (i.e., at Week 1P, Week 5P, Week 9P and Week 13P); the observation time may be reduced to at
least 1 hour following all other administrations. Participant or study partner administration is prohibited during the ‘post-progression dose escalation’ period. Study drug administration by the
participant or their study partner may resume after Week 37P following assessment and adequate training, if necessary, by the site. Sites must verify participant/study partner readiness for study
drug administration.

If MRI, 12-lead ECG, metabolic tests, CRP, PT serum chemistry and hematology were obtained within 4-weeks of Week 1P, these assessments do not need to be repeated during the Week 1P
visit.

Visits, including PK, ADA and plasma biomarker sampling must take place in-clinic.

A PK sample is to be obtained as soon as practicable (e.g., at an unscheduled visit or the next study visit) following an MRI scan showing new occurrence or worsening of ARIA-E or ARIA-H that
meets the discontinuation criteria. An additional plasma exploratory biomarkers sample is to be obtained as soon as practicable (e.g., at an unscheduled visit or the next study visit) following each
MRI scan showing ARIA-E until and including ARIA-E resolution (i.e., new, worsened, stable, improved, resolved ARIA-E).

During the post-progression dose escalation period, MRIs must be obtained -at minimum- before the first post-progression dose (Week 1P), after the second
(Week 25P) and third (Week 37P) dose-escalation steps as detailed in Table 6. Once participants have reached target dose, MRIs must be obtained

4 months, then 10 months, then 16 months after the first target dose, after which annual MRI monitoring frequency can be initiated.

Metabolic tests include hemoglobin A1C, total cholesterol, high-density lipoprotein, low-density lipoprotein, triglycerides, folic acid, vitamin B-12,
methylmalonic acid, total thyroxine, free thyroxine, and thyroid-stimulating hormone levels. These tests should be collected as fasting samples (i.e., at least
4 hours after meals).

Every 4 weeks, except when there is an in-clinic visit, the investigator or an appointed qualified study staff member will have a telephone conversation with the participant and study partner to elicit,
in a non-leading way, information on medication errors, adverse events, and changes to concomitant medications that may have occurred in the home setting. Therefore, there will be contact
between the study staff and the participant/study partner at least every 4 weeks. The study staff is encouraged to have more frequent calls with a particular participant/study partner if considered
appropriate by the investigator. In addition, the participant and study partner must be instructed to contact the investigator and seek approval for continued study drug dosing in the home setting in
case of onset of any new symptoms or symptom worsening, new or changed concomitant medications, or medication errors.

Optional post-baseline amyloid and tau PET scans will be administered until the target number of scans is reached.

Tau and amyloid PET scheduling window is + 14 days. In an exceptional case of tau or amyloid PET scheduling issue the Sponsor must be notified and the scans may be performed up to
3 months after the scheduled assessment. For Early Termination visits, tau and amyloid PET scans should only be obtained if the last scan was > 6 months earlier.

Gantenerumab—F. Hoffmann-La Roche Ltd
46/Protocol WN42444, Version 2



Table 6 Schedule of Activities: Post-Progression Dose Escalation with Q2W Study Drug Administration Frequency;
Dosing Weeks 1P-37P (cont.)

I CSF sampling, amyloid and tau PET scans must be repeated prior to the first ‘post-progression dose escalation dose administration if the last such assessment occurred > 6 months earlier.

This repeat assessment will then replace the next originally scheduled Year 2, Year 3, or Year 4 assessment if this assessment is due in < 6 months.
If the last CSF sampling, amyloid and tau PET scan took place < 6 months of the first ‘post-progression dose escalation’ dose administration, assessments should be continued as per the original

schedule of activities (i.e., Table 5).
™ Optional post-baseline CSF sampling will be continued until the target number of samples is reached. Cerebrospinal fluid collection must be performed in the morning (between 8:00 a.m. and noon)

to minimize potential diurnal variation of CSF parameters and should be performed prior to dosing.
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2. INTRODUCTION
21 STUDY RATIONALE

The primary purpose of this secondary prevention study is to evaluate the efficacy,
safety, pharmacodynamics, and pharmacokinetics of gantenerumab, an anti-amyloid 3
antibody, in amyloid-positive, cognitively unimpaired participants at risk for or at the
earliest stages of Alzheimer’s disease (AD).

Alzheimer’s disease, a debilitating and progressive neurodegenerative disease,
represents a significant unmet medical need with no fully approved therapeutics to halt,
slow, or prevent the onset of symptoms. The currently available treatment options
primarily include symptomatic medications and are only approved for the overtly
symptomatic stages of AD.

The amyloid hypothesis postulates that amyloid may be an early, key driver of

AD pathophysiology. If this hypothesis is true, then early intervention at the
amyloid-positive, cognitively unimpaired stage (i.e., at-risk stage of disease), may result
in a high efficacy potential for an anti-amyloid  antibody (i.e., gantenerumab), to slow
the disease process and preserve the cognitive and functional abilities of affected
individuals. This is the main hypothesis Study WN42444 (SKYLINE) aims to test.

2.2 BACKGROUND

The neuropathological hallmarks of AD are extracellular amyloid plaques built of
insoluble amyloid  (AB) peptide and intraneuronal neurofibrillary tangles consisting of
hyperphosphorylated tau filaments (Bloom 2014). Recent efforts have focused on
targeting amyloid as a compelling therapeutic target (Bachurin et al. 2017;

Graham et al. 2017). These investigational treatments are based on the amyloid
hypothesis, which postulates that Ap accumulation is a key factor driving

AD pathogenesis (Selkoe 1991; Hardy and Selkoe 2002; Selkoe and Hardy 2016).
Accumulation of cerebral Ap may begin up to 20 years prior to the emergence of clinical
symptoms (Bateman et al. 2012) and cause a series of downstream events leading to
synaptic dysfunction, inflammation, neurodegeneration, and eventually clinical
symptoms (Jack et. al. 2013).

Growing clinical evidence supports that monoclonal antibodies against amyloid can bind
aggregated ApB, promote its clearance (Salloway et al. 2009; Ostrowitzki et. al. 2012;
Sevigny et al. 2016; Klein et al. 2019), and reduce markers of neurodegeneration in the
cerebrospinal fluid (CSF; Ostrowitzki et al. 2017). In a Phase | study of aducanumab,
reduction of amyloid plaques, as seen on brain amyloid positron emission tomography
(PET) imaging, was suggested to be associated with a time- and dose-dependent
slowing of cognitive decline (Sevigny et al. 2016). Reduction of Ap plaques was also
observed in the subsequent Phase lll studies, leading to the accelerated approval of
aducanumab by the U.S. Food and Drug Administration (FDA) in 2021. Evidence of

Gantenerumab—F. Hoffmann-La Roche Ltd
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amyloid reduction and slowing of cognitive decline has also been reported for other
monoclonal anti-Ap antibodies (Eisai Co, Ltd 2018; Mintun et al. 2021).

The ability of gantenerumab to reduce aggregated cerebral Ap has been confirmed in

2 PET sub-studies in participants with mild cognitive impairment (MCI) due to AD

(Study WN25203 open-label extension [OLE]) or mild AD dementia (Study WN28745
OLE). Starting from a mean baseline level of 76 centiloids, a mean reduction of

39 centiloids by the first year and 59 centiloids by the second year was achieved at
doses titrated up to 1200 mg. Moreover, at Years 1 and 2, 37% and 51% of participants,
respectively, had cerebral Ap levels below the PET amyloid positivity threshold

(Klein et al. 2019). Continued monthly dosing for a third year resulted in 80% of
participants reaching amyloid levels near centiloid zero, which is considered to be the
mean amyloid PET value for young healthy individuals (Klein et al. 2021).

Gantenerumab is currently being investigated in a number of other studies in early AD
and in familial AD. However, Study WN42444 is the first to investigate the effects of
gantenerumab treatment in cognitively unimpaired older participants at risk for or at the
earliest stages of AD.

On the basis of a meta-analysis that included participants who were at risk for or at the
earliest stages of AD, it was estimated that the risk of progression to a clinical diagnosis
of MCI or dementia due to AD is 20% (95% CI: 10%—-34%) for individuals with Stage 1
preclinical AD and 38% (95% CI: 21%-59%) for those with Stage 2 preclinical AD as
defined by the 2011 NIA-AA criteria (Sperling at al. 2011) during a maximum mean
follow-up of 10.4 years (Parnetti et al. 2019).

However, not all cognitively unimpaired, amyloid-positive individuals will progress to
clinically symptomatic stages of AD within the 4-year study period (Hansson et al. 2018),
and the exact proportion of individuals who will progress to a clinically symptomatic
stage at any time remains uncertain.

Analyses conducted in 3 observational cohorts (Harvard Aging Brain Study [HABS],
Australian Imaging, Biomarker and Lifestyle [AIBL] Study of Aging, and

Alzheimer's Disease Neuroimaging Initiative [ADNI]) with participants of similar age,
cognitive status, and increased amyloid burden to the target population in

Study WN42444, showed that subtle cognitive decline on the PACC-5 (between —0.14
and —0.26 standard deviations/year) was associated with an approximately 5—fold
greater risk of subsequent clinical disease progression (i.e., MCI diagnosis or
CDR-Global score [CDR-GS]>0; Papp et al. 2020) over a period of 3 years.

Detailed information on gantenerumab is provided in the Gantenerumab
Investigator's Brochure.

Gantenerumab—F. Hoffmann-La Roche Ltd
49/Protocol WN42444, Version 2



23

BENEFIT-RISK ASSESSMENT

Currently, there are no approved disease-modifying therapies for cognitively unimpaired
participants at risk for or at the earliest stages of AD. Study WN42444 will test the
hypothesis that gantenerumab administration at the target dose of 1020 mg monthly
(administered as either 510 mg SC Q2W or 255 mg SC Q1W) to cognitively unimpaired,
amyloid-positive individuals, 60-80 years of age, reduces brain amyloid load and slows
or delays clinical disease progression.

The key benefit—risk considerations for Study WN42444 are summarized below:

According to the amyloid hypothesis of AD, Ap aggregation and deposition play an
important role in the pathophysiology of this disease, in particular, possibly early in
the disease course. Gantenerumab has shown evidence of amyloid plaque
reduction as measured by PET in prior studies, and thus, may have the potential to
slow the progression of AD from the pre-symptomatic to the symptomatic stages of
the disease.

The target dose of gantenerumab in Study WN42444 is derived from a large body of
amyloid PET and safety data from the ongoing clinical development program,
including the ongoing Phase Il studies, in early AD. Furthermore, the brain amyloid
load of participants eligible for Study WN42444 is expected to be similar to the
baseline cerebral amyloid load of participants of the ongoing studies. Therefore, a
similar reduction of amyloid plaque is expected in Study WN42444 and similar
amyloid-related imaging abnormalities (ARIA) risk mitigation measures are
considered appropriate.

Nonclinical and clinical studies suggest that target engagement, as shown by

PET standard uptake value reference region amyloid reduction, is not driven by the
maximum observed concentration (Cmax) but rather depends on average exposure.
Therefore, it is expected that the two offered dose regimens (i.e., 510 mg Q2W and
255 mg Q1W) can also be administered in Study WN42444 without altering the
treatment effect.

Gantenerumab has been generally safe and well-tolerated in healthy volunteers and
participants with AD. The identified risks of gantenerumab treatment are ARIAs of
edemaleffusion (ARIA-E) and of microhemorrhage/hemosiderin deposition
(ARIA-H), as well as injection-site reactions (ISRs) associated with

SC administration. Both of these risks (i.e., ARIA and ISR) have been
well-characterized and are clinically manageable with the implemented mitigation
measures.

Results from the double-blind portions, as well as from the OLEs of

Studies WN25203 and WN28745, showed that ARIA findings are mostly
asymptomatic, non-serious, of mild severity, do not require permanent cessation of
treatment, and are manageable with MRI monitoring and dose intervention
algorithms. Injection-site reactions are non-serious, largely mild to moderate in
severity, and self-resolving.
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e Potential risks of gantenerumab treatment include hypersensitivity, systemic
injection reaction, and immunogenicity. There have been no reports of serious
hypersensitivity or serious systemic injection reaction, or clinical findings indicative
of an immunogenic response to gantenerumab in approximately 2500 participants
that have been exposed.

¢ No new safety signals have emerged in the ongoing, blinded pivotal
Studies WN29922 and WN39658 which are overseen by an independent Data
Monitoring Committee (iDMC).

e Offering 2 different dosing frequency regimens (Q1W and Q2W dosing) and home
administration by participants or their study partners (non-professional caregivers),
is considered to represent a low risk to the overall safety, data integrity, and the
benefit-risk profile of Study WN42444. Both regimens are expected to result in a
comparable ARIA risk as they will provide the same gantenerumab exposure.

o Robust mitigation measures will be put in place to ensure and closely monitor the
safe and correct administration of the study drug by the participant or study partner
throughout the study in the home setting. These measures include participant
and/or study partner training and approval for home administrations by the
investigator or delegate (including training on the recognition of and action required
for serious hypersensitivity reactions), an at least 1-hour postdose observation
period, as well as regular telephone contact between the participant, study partner,
and the clinical site. The benefit is to provide participants and their study partners
appropriate opportunities to reduce the burden of study participation.

o Overall, a substantial body of evidence exists for the safety of administration of
gantenerumab up-titrated to the target dose of 1020 mg monthly in amyloid-positive
individuals, 60—80 years of age. An iDMC will evaluate safety data on a regular
basis from Study WN42444 in an unblinded fashion, including the incidence,
severity, and nature of adverse events, serious adverse events, ARIA-E and
ARIA-H, ISRs, adverse events of special interest, ECGs, laboratory abnormalities,
and the Mini Mental State Examination (MMSE).

¢ Based on its mechanism of action, there is no reason to believe that gantenerumab
administration would compromise the immune function of the body. This notion is
supported by the nonclinical and clinical data collected through the development
program of gantenerumab, where there has been no indication that gantenerumab
administration, compromised the immune system or made individuals more
susceptible to infections. Thus, there are no data or biological rationales suggesting
that gantenerumab administration could increase the risk of infection by severe
acute respiratory syndrome coronavirus 2 (SARS-CoV-2) or the more severe
coronavirus disease 2019 (COVID-19) outcomes. Whereas people of advanced
age, including those with AD, may be at higher risk for COVID-19, participation in
Study WN42444 is not expected to further increase this risk. Moreover, the Sponsor
will implement COVID-19 mitigation measures as appropriate and feasible.

e  Based on the available information, no interactions between gantenerumab and the
COVID-19 vaccines are expected to occur, and no other safety concerns have been
identified that would prohibit the vaccination of participants enrolled in the studies
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where gantenerumab is being investigated for the treatment of Alzheimer’s disease.
Just as with other vaccinations (e.g., influenza), the administration of COVID-19
vaccines will be considered as a concomitant medication in this study. Please see
Section 6.8.1.1 for additional information.

e Overall, the anticipated benefit-risk profile of the target doses of gantenerumab of
1020 mg monthly (administered as either 510 mg SC Q2W or 255 mg SC Q1W)
supports a clinical trial with these dosing regimens in cognitively unimpaired,
amyloid-positive participants, aged 60—80 who are at risk for or at the earliest stages
of AD.

See Appendix 3 for information on risks for gantenerumab and risk mitigation measures
implemented, including guidelines for managing adverse events associated with
gantenerumab.

More detailed information about the identified and potential risks of gantenerumab
treatment may be found in the Gantenerumab Investigator’s Brochure.

3. OBJECTIVES AND ENDPOINTS AND ESTIMANDS

Study WN42444 will evaluate the efficacy and pharmacodynamics of gantenerumab
treatment compared with control treatment as well as the safety and pharmacokinetics of
gantenerumab treatment compared with placebo in cognitively unimpaired participants,
aged 60-80 years, at risk for or at the earliest stages of AD who are amyloid-positive
based on evaluations of either CSF sampling or amyloid PET imaging.

Study WN42444 is a randomized, double-blind, placebo-controlled study.

Eligible participants will be randomized in a 1:1 ratio to receive either gantenerumab or
placebo. If, in the course of the study, a participant who has reached target dose
progresses to a clinical diagnosis of MCI or dementia due to AD, a ‘post-progression
dose escalation’ period (Table 3 and Table 6) will commence. During the
post-progression dose escalation period, participants who were randomized to placebo
will switch to gantenerumab in a double-blinded manner. Participants who were
randomized to gantenerumab will continue with gantenerumab (255 mg SC Q1W or 510
mg SC Q2W). All participants who progress to a clinical diagnosis of MCI or dementia
due to AD must comply with all aspects of the post-progression dose escalation
schedules of activities (i.e., Table 3 and Table 6).

The study treatment duration is 211 weeks regardless of the dosing regimen
(i.e., QTW or Q2W) or whether a participant progresses to a clinical diagnosis of MCI or
dementia due to AD. See Section 4 for a more detailed description of the study design.

The primary comparison for efficacy will be between the following arms:

o Experimental arm: participants randomized to gantenerumab at the beginning of
the study
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e Control arm: participants randomized to placebo at the beginning of the study,
irrespective of whether they progressed during the study and thus, started
gantenerumab

The primary objective of this study is to evaluate the difference between the
experimental and control arms in the change from baseline to Year 4 in cognition, as
measured by the PACC-5 score.

For pharmacodynamic measures, the primary comparison will be between
gantenerumab and control. For safety measures, the primary comparison will be
between gantenerumab and placebo. Specific objectives and corresponding endpoints
for the study are outlined in Table 7.

See Section 9.4.2 for a description of the elements of the primary estimand as per the
estimand framework introduced in the International Council for Harmonisation (ICH)-E9
(R1) addendum (ICH 2019).

Table 7 Objectives and Endpoints

Primary Objective

Corresponding Endpoint

e To evaluate the efficacy of
gantenerumab compared with control
on cognition

Change from baseline to Year 4 in the
PACC-5 score

Secondary Objectives

Corresponding Endpoints

e To evaluate the efficacy of
gantenerumab compared with control
on clinical progression

Time from randomization to clinical
progression to MCI or dementia due to AD
based on the diagnosis of the iCAC

e To evaluate the efficacy of
gantenerumab compared with control
on clinical progression

Time to onset of confirmed clinical
progression, defined as the time from
randomization to the first occurrence of
two consecutive visits

(approximately 6 months apart) with a
CDR-GS >0

e To evaluate the efficacy of
gantenerumab compared with control
on cognition and/or function

Change from baseline to Year 4 in the
A-IADL-Q-SV and the CFla

Change from baseline to Year 4 in the
CDR-SB

e  To evaluate the safety of
gantenerumab compared with placebo

Nature, frequency, severity, and timing of
adverse events, serious adverse events, and
adverse events of special interest

Physical examinations (including neurological
systems), vital signs, blood tests, ECGs, and
C-SSRS

Nature, frequency, severity, and timing of
MRI findings: ARIA-E and ARIA-H

Nature, frequency, severity, and timing of
ISRs
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Table 7 Objectives and Endpoints (cont.)

Secondary Objectives

Corresponding Endpoints

Presence of ADAs during the study relative to
the presence of ADAs at baseline

Pharmacodynamic Biomarker
Objectives

Corresponding Endpoints

e  To evaluate biomarkers
of pharmacodynamics of
gantenerumab compared with control

Change in brain amyloid load over time, as
measured by amyloid PET in a subset of
participants

Change in brain tau load over time, as
measured by tau PET in a subset of
participants

Change in CSF biomarkers, including, but not
limited to, AB1-42, AB1-40, NfL, pTau, and tTau
in a subset of participants

Change in blood-based biomarkers,
including, but not limited to, AB1.42, AB1-4o,
NfL, and pTau in all participants

Change in MRI-derived measurements over
time, including, but not limited to, volumetric
changes in whole-brain, ventricles,
hippocampus, or other structures in all
participants

Exploratory Objectives

Corresponding Endpoints

e To evaluate the efficacy of
gantenerumab compared with control
on (1) depressive symptoms,

(2) clinician-rated, participant-rated,
and study partner-rated global
impression of overall disease severity,
and (3) health-related quality of life

(1) Change from baseline to Year 4 in the
GDS-30

(2) Change from baseline to Year 4 in the
AD-CGI-S, AD-PGI-S, and AD-SPGI-S scales

(3) Change from baseline to Year 4 in the
EQ-5D-5L index-based and VAS scores

e To evaluate the efficacy of
gantenerumab compared with control
on clinical progression

Time from randomization to clinical
progression to MCI or dementia based on the
site clinician’s diagnostic classification

e  To characterize the PK profile of
gantenerumab

Trough plasma concentrations of
gantenerumab at specified timepoints

PK parameters estimated with population
PK modeling

e To evaluate the potential relationships
between drug exposure and the
efficacy and safety of gantenerumab

Relationship between plasma concentration
or PK parameters of gantenerumab and PD
as well as efficacy endpoints

Relationship between CSF concentration or
PK parameters of gantenerumab and safety
endpoints
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Table 7 Objectives and Endpoints (cont.)

Exploratory Objectives

Corresponding Endpoints

. To evaluate the effect of ADAs

Relationship between ADA status and
efficacy, safety, PD, as well as PK endpoints

e To identify biomarkers that are:

(1) predictive of response to
gantenerumab (i.e., predictive

Relationship between biomarkers in blood
(Section 8.5.1) and CSF (Section 8.11.4) and
efficacy, safety, PK, immunogenicity, or other

biomarker endpoints

Relationship between biomarkers (such as
MRI, PET, CSF and blood mentioned in
secondary objectives) and efficacy, safety,
PK, immunogenicity, or other biomarker
endpoints

biomarkers),
(2) early surrogates of efficacy, o
(3) associated with progression to a
more severe disease state

(i.e., prognostic biomarkers),

(4) associated with acquired
resistance to gantenerumab,

(5) associated with susceptibility to
developing adverse events or can lead
to improved adverse event monitoring
or investigation (i.e., safety
biomarkers)

(6) able to increase the knowledge and
understanding of disease biology and
drug safety

AD =Alzheimer’s disease; ADA =anti-drug antibody; AD-CGI-S =Alzheimer’s disease Clinician
Global Impression of Cognitive Function; AD-PGI-S=Alzheimer’s disease Participant Global
Impression of Cognitive Function; AD-SPGI-S =Alzheimer’s disease Study Partner Global
Impression of Cognitive Function; A-IADL-Q-SV =Amsterdam Instrumental Activities of Daily
Living Questionnaire Short Version; ARIA-E =amyloid-related imaging
abnormalities—edemaleffusion; ARIA-H=amyloid-related imaging abnormalities—hemosiderin
deposition; C-SSRS =Columbia-Suicide Severity Rating Scale; CDR-SB = Clinical Dementia
Rating Sum of Boxes; CDR-GS =Clinical Dementia Rating Global Score; CFla=Cognitive
Function Instrument acute; EQ-5D-5L =EuroQol 5-Dimension, 5-Level Questionnaire;
GDS-30=Geriatric Depression Scale 30-items; CSF =cerebrospinal fluid; iCAC =independent
Clinical Adjudication Committee; ISR =injection-site reaction; MCl=mild cognitive impairment;
MRI=magnetic resonance imaging; NfL=neurofilament light; PACC-5=Preclinical Alzheimer’s
Cognitive Composite-5; PD =pharmacodynamic; PET =positron emission tomography;
PK=pharmacokinetic; VAS =visual analogue scale.

4, STUDY DESIGN
4.1 OVERALL DESIGN

Study WN42444 is a 4-year and 9-month, Phase lll, multicenter, randomized,
double-blind, placebo-controlled, parallel-group study designed to evaluate the efficacy
and safety of gantenerumab in amyloid-positive, cognitively unimpaired participants at
risk for or at the earliest stages of AD.

The planned number of participants for the study is approximately 1200 participants
randomized in a 1:1 ratio to receive either gantenerumab or placebo (600 participants
randomized to gantenerumab and 600 participants randomized to placebo).
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Participants will be selected based on (1) evidence of underlying cerebral Ap pathology
as indicated by amyloid PET or by the pTauisi/AB1.42 ratio in the CSF, and (2) having
both unimpaired cognitive and functional status as evidenced by a CDR-GS=0

(Morris 1993; 1997), and the Repeatable Battery for the Assessment of
Neuropsychological Status (RBANS) Delayed Memory Index (DMI; >80 ;

Randolph et al. 1998; Karantzoulis et al. 2013). Eligible participants will be 60-80 years
of age, inclusive, must not meet the clinical diagnostic criteria for MCI due to AD

(Albert et al. 2011) or dementia due to AD (McKhann et al. 2011), and must meet all the
eligibility criteria outlined in Section 5.

If, in the course of the study, participants who have reached target dose progress to a
clinical diagnosis of MCI or dementia due to AD (as determined by the independent
clinical adjudication committee [ICAC]), a post-progression dose escalation period will
commence. During the post-progression dose escalation period, participants who were
randomized to placebo will switch to gantenerumab in a double-blinded manner, unless
the ongoing Phase Il studies of gantenerumab in early AD do not demonstrate efficacy
(see Section 4.1.2). For study purposes, clinical progression to MCI or dementia due to
AD is determined by the iCAC. In order to conclude on clinical progression, the
diagnostic classification change must be confirmed on the next cognitive assessment
visit, approximately 6 months later. Evaluation by the iCAC will be triggered by
pre-specified criteria. Details of the trigger and diagnostic criteria for MCI and dementia
due to AD will be provided in the iCAC Charter.

The study treatment period for each participant is 211 weeks (i.e., baseline to Week 211,
inclusive) which constitutes the primary efficacy analysis dataset.

A schematic of the study design is provided in Section 1.2 (see Figure 1). A schedule of
activities is provided in Section 1.3 (see Table 1, Table 2, and Table 3 for the
Q1W dosing regimen and Table 4, Table 5, and Table 6 for the Q2W dosing regimen).

41.1 Screening Period

41.1.1 Optional Blood-Based Biomarker Prescreening

The overall screening period of Study WN42444 is 17 weeks. Within this 17-week
period, participating sites will have the option to prescreen individuals aged 60—80 years,
who do not have a known history of cognitive impairment or dementia, with the use of an
optional blood-based biomarker (BBBM) test. This exploratory BBBM test will assess
whether an individual is more likely or less likely to have sufficiently elevated cerebral
amyloid levels to be eligible for Study WN42444. The prescreening period for BBBM
testing may last up to 4 weeks for each eligible participant. Sites are encouraged to
complete the optional BBBM prescreening process expeditiously to allow participants to
complete the overall screening process within the protocol-defined 17-week period.
Participants must sign a separate Blood-Based Biomarker Prescreening

Informed Consent Form (ICF) to participate in the BBBM prescreening. Participation in
the BBBM prescreening is, while encouraged where available, optional, and not a
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prerequisite to screen for Study WN42444. However, for participants of the BBBM
prescreening, main screening activities, including signing of the main study participant or
study partner ICFs, may not be initiated until it is determined whether the participant may
or may not move on to the main screening.

Based on information from epidemiological studies, it is estimated that only
approximately 1 of 6 study candidates will meet the CSF or PET imaging amyloid-based
inclusion criteria for Study WN42444. The optional BBBM prescreening estimates how
likely (i.e., more or less likely) an individual is to meet the amyloid-based inclusion
criteria. Therefore, the optional BBBM prescreening may reduce the probability of
undergoing the extensive screening process unnecessarily for those who are considered
unlikely to meet the CSF or PET imaging amyloid inclusion criteria. It is an exploratory
test and should not be considered as a definitive test for cerebral amyloid. Only the
subsequent CSF or PET results will be used to determine study eligibility.

Due to the experimental nature of the assay, results the BBBM prescreening test will not
be returned to the participants or the sites. To further mask the results of the
experimental BBBM prescreening test, approximately 10% of participants who are
identified to be less likely to meet the amyloid-based inclusion criteria for

Study WN42444, will also be invited to continue with the main study screening
procedures.

Collection and submission of the prescreening blood samples for biomarker testing is
contingent upon the review and approval by each site's Institutional Review Board (IRB)
or Ethics Committee (EC) and, if applicable, an appropriate regulatory body. If a site has
not been granted approval to use the BBBM prescreening, this part of the protocol will
not be applicable at that site.

41.1.2 Main Screening

The overall study screening period, including the optional BBBM prescreening period,
may last up to 17 weeks. Participants and their study partners must sign the main study
ICF before the initiation of the main study screening procedures. Details of the inclusion
and exclusion criteria are provided in Section 5. Participants who do not meet the
cognition- or amyloid-based inclusion criteria for participation in this study (i.e., screen
failure) cannot be rescreened. The investigator will record reasons for screen failure in
the screening log and interactive voice or Web-based response system (IxRS).

Screening biomarker samples, including those collected from individuals who do not
enroll in the study, may be used for future research and/or development of
disease-related tests or tools as detailed in Section 8.11.5.

At the end of the screening period, but no later than 7 days prior to the scheduled
randomization visit, results from the brain amyloid test (i.e., whether or not brain amyloid
eligibility criteria are met) and apolipoprotein E (APOE) genotyping will be returned to
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participants by the investigator or their qualified designee if allowed by local regulations
and it is safe to do so. Participant’s readiness to receive these results will be determined
by the investigator or their qualified designee based on their clinical judgment. Sites will
follow-up with every participant within approximately 1 week after the return of results
conversation.

Amyloid-related imaging abnormalities are known to occur in an

APOE4 genotype-dependent fashion. Therefore, APOE4 genotyping results are
returned so that participants may make an optimally informed decision on further study
participation. By default, APOE genotyping results are shared with individuals who
qualify to participate in Study WN42444. However, these individuals may opt out from
learning their APOE genotyping results. Participants who do not fulfill inclusion criteria
will have their results returned upon request. The discussion between the investigator or
their qualified designee and the participant pertinent to the return of results must be
documented in the site’s source documents.

Participants may be rescreened if recruitment for the study is still ongoing. In this
case, all screening assessments must be repeated with the exception of lumbar puncture
and PET scan, if they were performed within the previous 12 months for this study and
were within eligible ranges. In case participant amyloid-based eligibility was
established by an off-protocol PET scan, the same scan can be used as long as it has
been performed within 12 months of starting rescreening. Given that APOE status will
not change over time, there is no need to repeat clinical genotyping in case of
rescreening.

4.1.2 Maintenance Treatment Period

After screening, participants who meet all eligibility criteria will be randomly assigned to
one of two treatment arms in a 1:1 ratio. The duration of the double-blind treatment
period will last 211 weeks for each enrolled participant.

Participants in the experimental arm will be administered active gantenerumab for the
entire duration of the study. Participants randomized to receive placebo constitute the
control arm. If, in the course of the study, participants who have reached target dose
progress to a clinical diagnosis of MCI or dementia due to AD (as determined by the
iCAC), a post-progression dose escalation period will commence. During the
post-progression dose escalation period, participants who were randomized to receive
placebo will switch to gantenerumab in a double-blinded manner, unless the ongoing
Phase lll studies with gantenerumab in early AD do not demonstrate efficacy. As a
result, the control arm will contain both: (1) participants who do not meet the clinical
progression criteria and remain on placebo throughout the duration of the study, and
(2) participants who meet the clinical progression criteria and thus, initiate active
gantenerumab treatment during the double-blind treatment period. Once the
post-progression dose escalation is initiated, neither the participant, the investigators,
nor the Sponsor will be blinded to current treatment (i.e., gantenerumab). They will,
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however, remain blinded to the original treatment assigned at randomization
(i.e., gantenerumab vs placebo).

During the double-blind treatment period, all participants will undergo assessments for
cognition, function, and quality-of-life (QoL) status as detailed in Section 1.3

(see Table 1, Table 2, and Table 3 for the Q1W dosing regimen and Table 4, Table 5,
and Table 6 for the Q2W dosing regimen), as well as standard tests to monitor safety
(e.g., blood tests and ECGs), and potential suicidality (Columbia-Suicide Severity Rating
scale [C-SSRS]) as detailed in in Section 1.3 (see Table 1, Table 2, and Table 3 for the
Q1W dosing regimen and Table 4, Table 5, and Table 6 for the Q2W dosing regimen).

All participants will undergo longitudinal brain magnetic resonance imaging

(MRI) examinations to monitor safety as well as structural and functional

(where available) changes. A central MRI reader will evaluate MRI scans in addition to
the local safety readings that will be performed in accordance with local standards and
procedures.

The incidence, severity, and nature of adverse events, serious adverse events, ARIA-E
and ARIA-H, ISRs, adverse events of special interest, ECGs, laboratory abnormalities,
and the MMSE will be assessed on a regular basis by an unblinded iDMC.

Blood samples for the assessment of pharmacokinetic (PK), pharmacodynamic (PD)
biomarkers, biomarker discovery, and anti-drug antibodies (ADAs) will also be obtained
from all participants as detailed in Section 1.3 (see Table 1, Table 2, and Table 3 for the
Q1W dosing regimen and Table 4, Table 5, and Table 6 for the Q2W dosing regimen).

4.1.3 Dosing in the Double-Blind Treatment Period

Participants will be given the opportunity to choose one of the following two dosing
frequency options:

e 1 SC injection Q1W (Table 1, Table 2, Table 3) or
e 2 SC injections Q2W (Table 4, Table 5, Table 6)

Participants must decide between the two dosing regimen options by Week 25.
Participants who do not make a decision by Week 25 will continue with the Q2W dosing
regimen. The Q2W dosing regimen is the default dosing regimen for the study.

Following the baseline assessments, participants will undergo a 9-month

‘initial dose escalation’ period (Table 1 and Table 4) until the target dose

(1020 mg monthly) is reached. Following the initial dose escalation period, participants
will enter the maintenance dosing period (Table 2 and Table 5).

Participants who are randomized to placebo, but meet the clinical progression criteria
(according to the iCAC’s determination) during the double-blind treatment period, will be
switched to gantenerumab. A 9-month, ‘post-progression dose escalation’ period will
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follow as detailed in Table 3 (for the Q1W dosing frequency) or Table 6 (for the Q2W
dosing regimen) followed by maintenance dosing at target dose. In order to keep the
blind to the original treatment assignment, the ‘post-progression dose escalation’ will
follow the respective Q1W or Q2W dosing regimen for all participants who have met
clinical progression criteria (Table 3 or Table 6). Additionally, during the
‘post-progression dose escalation’ period, all participants will be asked to comply with all
aspects of the post-progression dose escalation schedule of activities (Table 3 and
Table 6), including increased frequency of in-clinic visits, increased number of

SC injections at select visits, and safety MRI monitoring.

41.4 Follow-Up Period

When participants have completed the 211-week, double-blind treatment period, all
participants who do not continue gantenerumab treatment via a post-trial access
mechanism or another study, will be asked to return for a final safety follow-up visit at
Week 227.

Participants, who prematurely discontinue treatment with the study drug in the
double-blind treatment period but remain in the study, will be asked to follow the
schedule of activities to the extent possible, unless their consent is withdrawn.

Participants who discontinue from Study WN42444 early will also be asked to return for
a final safety follow-up visit 17 weeks after the last dose unless their consent is
withdrawn.

4.2 RATIONALE FOR STUDY DESIGN

4.2.1 Rationale for Study Population

There is evidence from observational cohorts and clinicopathological correlation studies,
indicating that neuropathological and in vivo biomarker changes typical of AD begin
many years before the emergence of clinical symptoms. Moreover, changes in

AD biomarkers have been suggested to occur in a temporally ordered manner
(Ingelsson et al. 2004; Mormino et al. 2009, Jack et al. 2013) with A abnormalities
(measured by CSF AB1420r amyloid PET) among the first to appear (see Figure 2).
Recently, emerging biomarkers like plasma neurofilament light (NfL) and plasma pTau
have also been found to become abnormal in the course of AD (Mattsson et al. 2019;
Barthélemy et al. 2020).
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Figure 2 Biomarker Abnormalities Detected Over Time
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Source: Jack et al. 2013.

Ap4z=amyloid beta 42; CSF =cerebrospinal fluid; FDG =fluorodeoxyglucose; MCl=mild cognitive
impairment; Min=minimum; Max=maximum; MRI=magnetic resonance imaging; PET =positron
emission tomography.

Amyloid is identified by CSF ABa42 (purple) or PET amyloid imaging (red). Changes in tau are
demonstrated by elevation in CSF tau (blue). Neurodegeneration is measured by FDG PET and
structural MRI, respectively, which are drawn concordantly (orange). By definition, all curves
converge at the top right-hand corner of the plot, the point of maximum abnormality.

The horizontal axis of disease progression is expressed as time. Cognitive response is
illustrated as a zone (green filled area) with low- and high-risk borders.

The early emergence of biomarker changes allows the identification of participants at
risk for or at the earliest stages of AD. During this stage, individuals can be
characterized by the presence of abnormal biomarkers and the absence of overt clinical
signs or symptoms of AD. Accordingly, eligibility to participate in Study WN42444
requires evidence of elevated cerebral AB pathology as indicated by either amyloid PET
visual readings or the pTau1si/AB1-42 ratio in the CSF. The PET and CSF-based amyloid
thresholds used to establish eligibility for Study WN42444 may be beyond what would be
required to determine amyloid positivity in standard clinical settings and may differ from
other gantenerumab studies. These threshold values were chosen in an effort to enable
the detection of gantenerumab’s efficacy within the planned study duration.

Consensus is forming that AD represents a disease continuum spanning from
asymptomatic stages to stages of overt dementia. The nomenclature that reflects the
growing understanding of the overall disease span, has also evolved over time as
detailed in Figure 3.
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Figure 3 Evolution of the Nomenclature of Alzheimer’s Disease Staging

Since 2010
IWG 2010 Asymptomatic Prodromal Mild Moderate Severe
IWG-2 2014 At risk for AD AD Pre-Dementia AD Dementia AD Dementia AD Dementia
NIA-AA 2011 Preclinical MCI due to AD Mild AD Moderate AD Severe AD

FDA draft

guidance 2018, | Stagel Stage2
NIA-AA 2018

Study Population
Studies WN29922 and WN39658

Target Population

Source: Dubois et al. 2010; Albert et al. 2011; McKhann et al. 2011; Sperling et al. 2011;

Dubois et al. 2014; FDA 2018a; Jack et al. 2018.

AD =Alzheimer’s disease; FDA=U.S. Food and Drug Administration; IWG =International Working
Group; NIA-AA =National Institute of Aging and the Alzheimer’s Association.

As eligible participants will exhibit abnormal biomarkers but only very subtle or no
cognitive impairment, they are considered to be either at the earliest stages of AD

(i.e., Stage 1 and Stage 2 of AD as per the 2018 guidance by the FDA [FDA 2018a]) or
preclinical AD in accordance with NIAA-AA criteria, or asymptomatic and at risk for AD in
accordance with the 2014 IWG classification (Figure 3). However, overt cognitive
difficulties (FDA Stage 3 and beyond) and subtle (FDA Stage 3) or overt (FDA Stage 4
and beyond) impairment in functional activities of daily living due to cognitive difficulties
will be exclusionary, as participants with such impairments would meet the diagnostic
criteria for MCI (Petersen et al. 1997), MCI due to AD/prodromal AD (Dubois et al. 2010;
Albert et al. 2011), or dementia due to AD (McKhann et al. 2011) at screening.

It is expected that among cognitively unimpaired adults aged 60-80 years,
approximately 15%—-30% will have evidence of cerebral A deposition based on amyloid
PET imaging or CSF AB4. concentrations (Jansen et al. 2015).

Moreover, amyloid-positive, cognitively unimpaired participants have been shown to
exhibit subtle detectable cognitive decline on the PACC-5 (-0.14 to —0.26 standard
deviations/year; Papp et al. 2020).

4.2.2 Rationale for Control Group

There are currently no approved disease-modifying compounds for participants who are
at risk for or at the earliest stages of AD that could serve as an active control.
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In order to assess the efficacy and safety of gantenerumab in the target population,
eligible participants in Study WN42444 are randomized 1:1 to either gantenerumab or
placebo.

Participants who are randomized to placebo but are diagnosed with early AD

(i.e., MCI or dementia due to AD) during the double-blind treatment period, will switch to
treatment with gantenerumab. The intent of this approach is provide access to active
treatment for study participants who would benefit from gantenerumab treatment, in the
event that it has proven to be efficacious in the ongoing Studies WN29922 and
WN39658 in early AD.

4.2.3 Rationale for Biomarker Assessments

Alzheimer’s disease is a heterogeneous disease, and the abundance of amyloid and
tau pathology has been shown to vary among patients (Blennow et al. 2006).

Given expected differences in baseline amyloid and tau burden, it is hypothesized

that participants may not be equally likely to benefit from treatment with gantenerumab.
Biomarker data will be collected prior to dosing in an effort to identify which participants
are most likely to benefit. Pharmacodynamic biomarkers will be assessed to
demonstrate evidence of biological activity of gantenerumab and the impact on
Alzheimer's pathologies, to support the selection of a recommended dose and dosing
regimen. As these biomarkers may also have prognostic value, their potential
association with disease progression will also be explored.

4.2.31 Rationale for PET-, CSF- and Blood-Based Biomarker
Assessments

Amyloid PET, tau PET and CSF, will be assessed at several longitudinal timepoints in a

subset of participants who provide additional consent.

Amyloid PET imaging is of particular interest as it may provide evidence of a decrease in
brain amyloid burden and; therefore, prove target engagement of the investigational
treatment (Vandenberghe et al. 2013; Sevigny et al. 2016; Vandenberghe et al. 2016).
The results of the amyloid PET assessments are expected to help in understanding the
pharmacodynamic effect of gantenerumab on brain amyloid load, as well as the
relationship between changes in amyloid load and changes in other endpoints of the
study.

Tau PET imaging is a promising tool for monitoring the spatial and temporal changes of
tau load, and has been reported to be a good predictor of short-term cognitive decline
(Ossenkoppele et al. 2021). The results of the tau PET assessments are expected to
help in understanding the relationship between treatment with gantenerumab and
changes in tau load.

Decreased CSF AB1-42 and elevated CSF tTau and pTau are considered a biochemical
signature of AD and may be observed in individuals who are at risk for or at the earliest
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stages of AD. Accumulating evidence suggests that low CSF AB1-4. reflects underlying
amyloid plaque pathology, whereas increased tTau and pTau levels may be reflective of
neurodegeneration and/or tau pathology. Moreover, amyloid deposition may be the
initiating event in the cascade of pathologic processes underlying AD, while tau
pathology appears to be a subsequent event associated with neurodegeneration.
Therefore, tTau and pTau may be studied as downstream biomarkers of the primary
target of anti-amyloid therapies such as gantenerumab.

Several clinical trials with anti-amyloid antibodies, including gantenerumab, have shown
treatment-related changes in both amyloid and tau biomarkers (Farlow et al. 2012;
Salloway et al. 2014; Ostrowitzki et al. 2017). On the basis of these data and on the
proposed mechanism of action of gantenerumab, levels of CSF tTau and pTau, and
additional exploratory biomarkers reflecting other pathologies, neurodegeneration and
neuroinflammation will be assessed at baseline and at several longitudinal timepoints.
Because gantenerumab is also expected to clear amyloid from the brain, levels of

CSF AB+-42 and other AB isoforms will also be measured.

More recently, technical advances have made it possible to also measure brain-derived
proteins like amyloid, tau, and NfL in the blood (Mielke et al. 2017; Ovod et al. 2017).
Interestingly, plasma NfL and plasma pTau have been shown to become abnormal in
individuals that are cognitively normal but amyloid-positive (Mattsson et al. 2019;
Grothe et al. 2021). Therefore, BBBMs for amyloid and tau, as well as additional
exploratory biomarkers reflecting other pathologies, neurodegeneration, and
neuroinflammation, will be assessed at baseline and several longitudinal timepoints.

4.2.3.2 Rationale for MRI-Based Biomarker Assessments

Several MRI techniques have demonstrated sensitivity to detect structural and functional
cerebral abnormalities in individuals with AD, including preclinical AD. Previous studies
reported changes in, among others, whole-brain and hippocampal and ventricular
volumes (Fox et al. 2000; Fox et al. 2005; Jack et al. 2010). It was also found that the
rate of volumetric changes correlated closely with changes in cognitive performance

(Li and Wahlund 2011). Additionally, others reported measurable volumetric change and
brain atrophy even in the preclinical stage of AD (Zhang et al. 2016;

Ossenkoppele et al. 2019; Younes et al. 2019). To quantify the effects of gantenerumab
on neurodegeneration, whole-brain, regional brain, hippocampal and ventricular
volumes, changes will be assessed at screening and during study treatment.

Advanced anatomical and functional MRI measures, including diffusion MRI (dMRI),
resting-state functional MRI (rs-fMRI) and arterial spin-labeling MRI (ASL-MRI) will be
acquired and analyzed in all participants who are at sites where the required software
and hardware are available.

Resting-state functional MRI studies generated evidence for the association between
elevated cerebral amyloid load and functional connectivity alterations, reduced
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resting-state functional connectivity of various brain networks, as well as impairment in
clinical and cognitive measures in individuals with AD (Sheline et al. 2010;
Binnewijzend et al. 2012; Brier et al. 2012; Sheline and Raichle 2013). In addition,
therapeutic interventions, such as memantine (Lorenzi et al. 2011) or donepezil
(Goveas et al. 2011; Solé-Padullés et al. 2013), were found to have an impact on the
decreased brain functional connectivity of individuals with AD. Lastly, compromised
resting-state functional connectivity in persons with preclinical AD was shown to
foreshadow neurodegeneration and predict tau accumulation (Franzmeier et al. 2020;
Hampton et al. 2020).

Diffusion-tensor imaging (DTI) MRI provides imaging metrics of the cellular organization
by measuring water diffusion properties under the influence or restriction of biological
barriers. Widespread group differences in the degree of fractional anisotropy were
reported between participants with AD and healthy volunteers (Jack et al. 2013;

Nir et al. 2013). White matter degeneration can be measured via DTI years before
symptom onset (Ly et al. 2014; Hoy et al. 2017).

Potential changes in cerebral blood flow (CBF) due to gantenerumab treatment will be
measured with use of MRI-based ASL. Persons with AD were shown to have regionally
reduced CBF compared with age-matched healthy volunteers as measured by ASL-MRI,
especially in the temporal-parietal and posterior cingulate cortices (Schuff et al. 2009;
Mattson et al. 2014). As with the previously described MRI techniques, ASL-MR can
detect CBF changes in the preclinical AD population, and is predictive of future decline
(Zhang et al. 2017; Fazlollai et al. 2020).

The acquisition parameters of each sequence, structure, and length of each MRI session
and image processing algorithms will be outlined in a separate MRI manual. The central
reader will conduct all study-related MRI assessments and readings, including
volumetric measurements.

4.3 JUSTIFICATION FOR DOSE AND SCHEDULE

The putative efficacy of gantenerumab in this population is hypothesized to be driven by
its ability to reduce brain Ap burden according to the amyloid hypothesis of AD
(Selkoe 1991; Hardy and Selkoe 2002; Selkoe and Hardy 2016).

Gantenerumab treatment reduced mean amyloid burden to a mean near the amyloid
positivity threshold (approximately 24 centiloids [Navitsky et al. 2018]) after 2 years of
treatment, and to zero centiloids after 3 years of treatment in the OLEs of

Studies WN25203 (Scarlet RoAD) and WN28745 (Marguerite RoAD; Klein et al. 2021).
It is anticipated that similar rates of amyloid reduction will be obtained in both of the
ongoing pivotal studies (i.e., Studies WN29922 and WN39658) and in this study

(i.e., Study WN42444). The baseline amyloid burden of the population to be enrolled in
the study is expected to be similar in the range of centiloids (interquartile range:
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71.6-105.0) to that observed in the population of Studies WN29922 and WN39658 at
baseline.

The proposed target dose in Study WN42444 is 1020 mg of gantenerumab per month
(i.e., 28 days) administered at 255 mg Q1W or 510 mg Q2W. This target dose was
selected based on available clinical data collected through the clinical development
program of gantenerumab in early AD, and is supported by PK/PD modeling. The target
dose will be administered following the initial dose escalation period of 9 months.

The low starting doses and gradual increase in dosing (i.e., slow dose escalation) are
expected to reduce the risk of ARIA-E for both APOE ¢4 carriers and non-carriers based
on the ARIA-E hazard model.

The ARIA-E hazard model was first developed using bapineuzumab data

(Hutmacher et al. 2013). This model, which includes drug concentrations, time since
first dose, and APOE ¢4 allele status, was applied to the double-blind results in

Study WN25203. The model was then tested on publicly available aducanumab data
from Study NCT01677572 to predict the incidence of ARIA-E events with a high degree
of accuracy, including the observed ARIA-E rate differences across APOE ¢4 allele
groups. The ARIA-E hazard model has been updated with observations from the OLEs
of Studies WN25203 and WN28745 with the use of higher doses of gantenerumab.

An overall ARIA-E rate of approximately 26% is predicted based on the current ARIA-E
hazard model.

An exploratory PK/PD (amyloid PET) model was developed based on PK and

amyloid PET data from double-blind Studies WN25203 and WN28745 and their OLEs
with use of nonlinear mixed-effects modeling. The model represents the current
knowledge of the effects of gantenerumab on amyloid plaque removal.

Simulations generated with use of this model, showed amyloid plaque reduction to the
targeted amyloid positivity threshold (24 centiloids) as shown in the Figure 4.

In addition, the magnitude and time course of amyloid plaque removal are predicted to
be comparable for both proposed maintenance dosing regimens, i.e., 1020 mg per
month (i.e., 28 days) administered as 510 mg Q2W or 255 mg Q1W.
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Figure 4 Median Amyloid PET Over Time Comparing Different Dosing
Regimens (Q1W vs. Q2W)
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PET =positron emission tomography; Q1W =every 1 week, Q2W =every second week,

Q4W =every 4 weeks; UT =dose escalation.

Colored solid lines: median (p50).

Black dotted line: amyloid—positivity threshold at 24 centiloids.

Number of individuals per regimen: 200 participants.

Q2W UT regimen (mg): 120 Q4W (3x) — 255 Q4W (3x) = 510 Q4W (3x) — 510 Q2W (up to
Week 209).

Q1W UT regimen (mg): 120 Q4W (3x) — 255 Q4W (3x) — 255 Q2W (6x) — 255 Q1W (up to
Week 210).

Note: The predictions of plaque removal in the low centiloid range may have a higher uncertainty

due to the paucity of observed data in this range, lack of long-term information (with high
gantenerumab doses) and the fact that individual centiloid values can become negative.

Participants may choose 1 of 2 dosing regimens for maintenance dosing; either 255 mg
Q1W or 510 mg Q2W. If a participant chooses not to make a selection by Week 25,
then they will continue on the 510 mg Q2W dosing regimen by default. Participants will
use the selected dosing regimen throughout the study duration following the initial,
9-month dose escalation period. The regimen may differ between participants in dosing
frequency from Week 25 on, but the total dose of gantenerumab will remain the same at
1020 mg per month (i.e., 28 days). The option to choose between 2 dosing regimens
(Q1W or Q2W) allows for factoring in the participant’s preference. The Q1W
administration schedule will enable some participants to simplify their treatment
administration by decreasing the number of abdominal SC injections per administration,
from 2 to 1 at the target dose. Alternatively, the Q2W administration schedule will
enable other participants to increase the time between SC injections should that be their
preference, or better accommodate their activities and/or life events.

Switching between the different dosing regimens is not permitted.
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Gantenerumab exerts its mechanism of action primarily via microglia—mediated
clearance of amyloid plaques. A change in the dosing frequency, while maintaining
average exposure to gantenerumab, is expected to have no impact on the extent of
amyloid plaque removal and thus, a dose of 1020 mg per month administered either as
510 mg Q2W, or 255 mg SC Q1W is expected to result in a similar treatment effect.

When evaluating the efficacy and pharmacodynamics of gantenerumab compared with
the control arm, the comparison will be made irrespective of the dosing frequency.

4.4 END OF STUDY DEFINITION

A participant is considered to have completed the study if he or she has completed all
phases of the study, including the safety follow-up visit shown in the schedule of
activities (see Section 1.3).

The end of this study is defined as the date of the last visit of the last participant in the
study or the date at which the last data point required for safety analyses or safety
follow-up is received from the last participant, whichever occurs later. The end of the
study is expected to occur 227 weeks after the last participant is randomized.

In addition, the Sponsor may decide to terminate the study at any time.

4.5 DURATION OF PARTICIPATION

The total duration of study participation for each participant is expected to be 244 weeks,
which includes the screening period (up to 17 weeks), the double-blind treatment period
(211 weeks), and the subsequent safety follow-up visit 16 weeks after the final safety
and efficacy assessment at Week 211.

5. STUDY POPULATION

Study WN42444 will enroll approximately 1200 participants aged 60-80, who are
cognitively unimpaired and at risk for or are at the earliest stages of AD during the global
enrollment phase of this study. Additional criteria for the study population are detailed in
Sections 5.1, 5.2, and 5.3. Prospective approval of protocol deviations to recruitment
and enroliment criteria, also known as protocol waivers or exemptions, is not permitted.

5.1 INCLUSION CRITERIA
511 Optional Blood-Based Biomarker Prescreening Procedure

Potential participants are eligible to participate in the optional BBBM prescreening
procedure only if all of the following criteria apply:

e Capabile of giving signed informed consent as described in Appendix 1

e Aged 60-80 years (inclusive) at the time of signing the Blood-Based Biomarker
Prescreening ICF
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Participants who do not have a known clinical diagnosis of cognitive impairment,
MCI, prodromal AD, or any form of dementia

51.2 Main Study

Potential participants are eligible to be included in the study only if all of the following
criteria apply, irrespective of participation in the optional BBBM prescreening procedure:

Capable of giving signed informed consent as described in Appendix 1, which
includes compliance with the requirements and restrictions listed in the ICF and in
this protocol

Age 60-80 years (inclusive) at the time of signing the ICF

Willing and able to comply with the study protocol and complete all aspects of the
study (including cognitive and functional assessments, physical and neurological
examinations, MRI, CSF collection, genotyping, and PET imaging)

Cognitively unimpaired with a screening CDR-GS of 0, and RBANS DMI >80

Evidence of cerebral amyloid accumulation: amyloid-based eligibility can be
established by any one of the following 3 methods:

—  CSF pTausgi/AB1-42 ratio >0.04 measured in CSF collected at screening with
use of Elecsys immunoassays.

— Qualitative visual read of the amyloid PET scan performed during screening by
the core/central PET laboratory

— Qualitative visual read of prior, off-protocol amyloid PET scan with either
['®F]-Florbetapir, ['®F]-Florbetaben, or ['8F]-Flutemetamol obtained up to
12 months prior to Study WN42444 screening period. Off-protocol PET scans
will be centrally read, which will determine if the participant meets the
amyloid-based eligibility criteria for Study WN42444.

Participants who have an available person (referred to as a “study partner”
throughout the protocol) who:

— Has frequent and sufficient contact (e.g., minimum twice a week in-person, via
telephone, video calls, by e-mail or other electronic means) with the participant,
and is willing and able to provide accurate information regarding the
participant’s cognitive and functional abilities, signs the necessary ICF(s), and
has sufficient cognitive capacity to accurately report on the participant’s
cognitive and functional abilities

— Is in sufficiently good general health to have a high likelihood of maintaining the
same level of interaction with the participant and participation in study
procedures throughout the duration of the study

— Is fluent in the language of the tests used at the study site

—  Every effort should be made to have same study partner participate throughout
the duration of the study

Fluent in the language of the tests used at the study site
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e Adequate visual and auditory acuity, sufficient to perform neuropsychological testing
(eye glasses and hearing aids are permitted)

o Agreed not to donate blood or blood products for transfusion for the duration of the
study and for 1 year after the final dose of study drug

e Agreed not to participate in other interventional research studies for the duration of
this trial

e For women of childbearing potential: agreement to remain abstinent (refrain from
heterosexual intercourse) or use contraceptive methods that result in a failure rate
of <1% per year during the treatment period and for at least 17 weeks after the final
dose of study treatment

A woman is considered to be of childbearing potential if she is postmenarchal,
has not reached a postmenopausal state (>12 continuous months of
amenorrhea with no identified cause other than menopause), and is not
permanently infertile due to surgery (i.e., removal of ovaries, fallopian tubes,
and/or uterus) or another cause as determined by the investigator

(e.g., Miillerian agenesis). The definition of childbearing potential may be
adapted for alignment with local guidelines or regulations.

The following are examples of contraceptive methods with a failure rate of
<1% per year: bilateral tubal ligation; male sterilization; hormonal
contraceptives that inhibit ovulation, hormone-releasing intrauterine devices,
and copper intrauterine devices.

The reliability of sexual abstinence should be evaluated in relation to the
duration of the clinical trial and the preferred and usual lifestyle of the
participant. Periodic abstinence (e.g., calendar, ovulation, symptothermal, or
postovulation methods) and withdrawal are not adequate methods of
contraception.

If required per local guidelines or regulations, locally-recognized adequate
methods of contraception and information about the reliability of abstinence will
be described in the local ICF.

5.2 EXCLUSION CRITERIA
5.2.1 Exclusions Related to CNS Disorders
Potential participants are excluded from the study if any of the following criteria apply:

¢ Any evidence of an underlying neurological or neurodegenerative condition that may
lead to cognitive impairment other than AD, including, but not limited to,
frontotemporal dementia, dementia with Lewy bodies, vascular dementia,
Parkinson’s disease, corticobasal syndrome, Creutzfeldt-Jakob disease, progressive
supranuclear palsy, frontotemporal lobar degeneration, Huntington disease, normal
pressure hydrocephalus, seizure disorder, delirium, hypoxia, or encephalopathy
related to prior COVID-19 infection

e Clinical diagnosis of MCI, prodromal AD, or any form of dementia
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e History or presence of intracranial or intracerebral vascular malformations,
aneurysm, subarachnoid hemorrhage, or intracerebral macrohemorrhage

e History or presence of posterior reversible encephalopathy syndrome

e History of ischemic stroke with clinical symptoms or an acute event that is consistent
with a transient ischemic attack within 12 months of screening

e History of severe, clinically significant (i.e., resulting in persistent neurologic deficit
or structural brain damage) CNS trauma (e.g., cerebral contusion)

e History or presence of intracranial mass lesion (e.g., glioma, meningioma) that could
potentially impair cognition or lead to progressive neurological deficits

e Infections that may affect brain function or a history of infections that resulted in
neurologic sequelae (e.g., HIV, syphilis, neuroborreliosis, and viral or bacterial
meningitis and encephalitis)

e History of major depression, schizophrenia, schizoaffective disorder, or bipolar
disorder

History or presence of major depression is acceptable if the participant is
considered to be in remission or depression is controlled by treatment and the
participant has had no episode of major depression within 12 months of
screening.

e Atrisk for suicide

e History of alcohol and/or substance abuse or dependence (according to the criteria
specified in the Diagnostic and Statistical Manual of Mental Disorders, Version 5)
within 2 years of screening

5.2.2 Exclusions Related to Imaging Findings

Potential participants are excluded from the study if any of the following criteria apply:
e According to the MRI central reader, show MRI evidence of any of the following:
—  >1lacunar infarcts
-~ Any territorial infarct > 1 cm?

—  Any white matter lesion that corresponds to an overall Fazekas score of 3,
i.e., one or more confluent hyperintense lesion on the fluid-attenuated inversion
recovery (FLAIR) sequence, which is >20 mm in any dimension

¢ A combined number of microbleeds and areas of leptomeningeal hemosiderosis
(i.e., cumulative ARIA-H) on the MRI of >5 (and should not include any
disseminated leptomeningeal hemosiderosis) based on the review of the screening
MRI performed by the central reader prior to randomization

o Presence of any other significant cerebral abnormalities, including ARIA-E, as
assessed in the screening MRI scan

o Inability to tolerate MRI procedures or who have a contraindication to MRI,
including, but not limited to, presence of pacemakers not compatible with MR,
aneurysm clips, artificial heart valves, ear implants, or foreign metal objects in the
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eyes, skin, or body that would contraindicate an MRI scan, or any other clinical
history or examination finding that would pose a potential hazard in combination with
MRI

5.2.3 Exclusions Related to Cardiovascular Disease

Potential participants are excluded from the study if any of the following criteria apply:

e History or presence of clinically significant systemic vascular disease
(e.g., >70% stenosis of the carotid or vertebral arteries, symptomatic aortic
aneurysm)

e History or presence of atrial fibrillation

e Within the last year, experienced unstable or clinically significant cardiovascular
disease (e.g., myocardial infarction)

e History or presence of heart failure, even if the heart failure is clinically

asymptomatic

e Uncontrolled hypertension (e.g., blood pressure >160 mmHg systolic or >95 mmHg
diastolic)

5.24 Exclusions Related to Hepatic and Renal Disorders

Potential participants are excluded from the study if any of the following criteria apply:

e Chronic kidney disease, indicated by creatinine clearance <30 mL/min to be
calculated by the central laboratory with use of the Chronic Kidney Disease
Epidemiology Collaboration (CKD-EPI) formula (Levey et al. 2009) at screening,
which remains <30 mL/min if retested

e Confirmed and unexplained impaired hepatic function as indicated by screening
AST or ALT >3x the upper limit of normal (ULN) or total bilirubin >2x ULN

5.2.5 Exclusions Related to Infections and Immune Disorders

Potential participants are excluded from the study if any of the following criteria apply:

e History of, or are known to currently have an HIV infection, or hepatitis B or hepatitis
C virus infection that has not been adequately treated, or history of spirochete
infection of the CNS (e.qg., syphilis, Lyme disease, or borreliosis)

e History or presence of systemic autoimmune disorders that may lead to progressive
neurological impairment with associated cognitive deficits (e.g., multiple sclerosis,
lupus erythematosus, anti-phospholipid antibody syndrome, and Behget disease)

e  Systemic immunosuppression or immunomodulation due to the continuing effects of
immunosuppressant or immunomodulating medications

e  Current COVID-19 infection

5.2.6 Exclusions Related to Metabolic and Endocrine Disorders

Potential participants are excluded from the study if any of the following criteria apply:

¢ Abnormal thyroid function as indicated by abnormal screening tests, or abnormal
thyroid function that requires a new treatment or an adjustment of current treatment
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A participant may be rescreened after 3 months of adequate treatment for
abnormal thyroid function.

Evidence of folic acid deficiency (as indicated by folic acid level below the lower limit
of normal by the central laboratory’s measurement) or vitamin B-12 deficiency

(as indicated by vitamin B-12 level below the lower limit of normal and/or
methylmalonic acid levels above the ULN by the central laboratory’s measurements)

Participants may be rescreened after 3 months of adequate treatment for folic
acid or vitamin B-12 deficiency.

Screening hemoglobin A1c (HbA1c) >8% (retesting is permitted if HbA. <8.4%) or
poorly controlled insulin-dependent diabetes with hypoglycemic episodes

Participants may be rescreened after 3 months to allow optimization of diabetic
control.

5.2.7 Exclusions Related to Medications

The following medications are prohibited at screening and during the study.
Potential participants who start any of the exclusionary medications during the study
could be withdrawn from study treatment.

Any previous administration of gantenerumab is exclusionary at screening

Any previous administration of active immunotherapy (vaccine) that is being
evaluated to prevent or postpone cognitive decline is exclusionary at screening and
prohibited during the entire period of study participation

Any passive immunotherapy (Ig) or other long-acting biologic agent to prevent or
postpone cognitive decline within 1 year of screening are exclusionary. Use of
passive immunotherapy (lg) or other long-acting biologic agents agent to prevent or
postpone cognitive decline is also prohibited during the entire period of study
participation.

Any other investigational treatment within 5 half-lives or 6 months (whichever is
longer) prior to screening is exclusionary and prohibited during the entire period of
study patrticipation

Any previous administration of sodium oligomannate (GV-971) is exclusionary at
screening. The use of GV-971 is prohibited during the entire period of study
participation.

Any previous treatment with medications specifically intended to treat symptoms
related to Parkinson’s disease or any other neurodegenerative disorder is
exclusionary at screening and the use of these medications is prohibited during the
study. Certain medications are acceptable, if the participant is taking the medication
for a non-neurodegenerative disorder (e.g., pramipexole for restless leg syndrome).

Anticonvulsant medications are exclusionary at screening and throughout the study,
except as treatment for an approved pain indication or an adverse event after study
start
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Typical anti-psychotic or neuroleptic medications are exclusionary at screening and
throughout the study, except as brief treatment for a non-psychiatric indication
(e.g., emesis)

Atypical anti-psychotic medications are exclusionary at screening and during the
study except for intermittent short-term use

Anticoagulation medications within 3 months of screening with no plans to initiate
any prior to randomization

— Anti-platelet treatments (e.qg., aspirin, clopidogrel, dipyridamol) and low dose
low-molecular-weight heparin for prophylaxis are permitted

Psychedelic drugs and substances (e.g., psilocybin, LSD), recreational cannabis
and illicit use of opioids (e.g., opium, morphine, fentanyl or diacetylmorphine/heroin)
or ketamine are exclusionary at screening and during the entire study

Medical marijuana (licensed and/or standardized marijuana or its derivatives, as
prescribed or recommended by a healthcare professional in the treatment of a
medical condition) is allowed if on a stable dose for at least 1 month prior to
screening. Medical marijuana does not have to be discontinued prior to cognitive
testing if on a stable dose for at least 1 month prior to cognitive testing.

Chronic use of prescribed opiates or opioids for pain management is allowed if on a
stable dose for at least 1 month prior to screening. Chronically used, prescribed
opioids do not have to be discontinued prior to cognitive testing if on a stable dose
for at least 1 month prior to cognitive testing.

Chronic use of prescribed benzodiazepines, barbiturates and hypnotic medications
are allowed if on a stable dose for at least 1 month prior to screening.

Chronically used, prescribed benzodiazepines, barbiturates and hypnotic
medications do not have to be discontinued prior to cognitive testing if on a stable
dose for at least 1 month prior to cognitive testing.

Nootropics and stimulant medications (e.g., piracetam, amphetamine,
methylphenidate preparations, or modafinil) are exclusionary within 1 month of
screening and throughout the study

Medical food supplements (e.g., Axona®, Souvenaid®) are allowed if on a stable
dose for at least 1 month prior to screening

Any previous treatment with cholinesterase inhibitors (e.g., donepezil, galantamine,
rivastigmine) and N-methyl-D-aspartate receptor antagonists (e.g., memantine) are
exclusionary at screening. Cholinesterase inhibitors (e.g., donepezil, galantamine,
rivastigmine) and N-methyl-D-aspartate receptor antagonists (e.g., memantine) are
prohibited during the study until the participant is determined to have progressed
dementia due to AD as determine by the iCAC.

5.2.8 Additional Exclusions
Potential participants are excluded from the study if any of the following criteria apply:

Pregnant or breastfeeding, or intending to become pregnant during the study or
within 17 weeks after the final dose of gantenerumab
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Women of childbearing potential must have a negative serum pregnancy test
result within 14 days prior to initiation of study treatment.

Deformity of the lumbosacral region of the spine that would contraindicate lumbar
puncture (LP) in participants who will receive a LP

Clinically significant abnormal screening blood, CSF (with the exception of CSF Ap
and tau levels) or urine results that remain abnormal at retest

Impaired coagulation (screening PT > 1.2 x the ULN that remains abnormal on
retest)

History of cancer, with the following exceptions:
—  If considered to be cured

— If not being actively treated with anti-cancer therapy or radiotherapy and is not
likely to require treatment in the ensuing 5 years

— For prostate cancer or basal cell carcinoma, no significant progression over the
previous 2 years

Known history of severe allergic, anaphylactic, or other hypersensitivity reactions to
chimeric, human, or humanized antibodies or fusion proteins, including
gantenerumab

Hypersensitivity to any gantenerumab excipients

Any other severe or unstable medical conditions that could be expected to progress,
recur, or change to such an extent that it could put the participant at special risk,
interfere with the participant’s ability to complete the study assessments, or would
require the equivalent of institutional or hospital care

Reside in a skilled nursing facility such as a convalescent home or long-term care
facility

Require residence in such facilities during the study may continue in the study and
be followed for efficacy and safety, provided that they have a study partner who
meets the study partner requirements

Planned or recent (within 12 months prior to screening) exposure to ionizing
radiation that in combination with the planned administrations of the radioligand
would result in a cumulative exposure that exceeds recommended local guidelines

LIFESTYLE CONSIDERATIONS

5.31 Meals and Dietary Restrictions

This study has no meal or dietary restrictions.

5.3.2 Caffeine, Alcohol, and Tobacco
This study has no caffeine, alcohol, or tobacco restrictions.

5.3.3 Activity

This study has no activity restrictions.
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5.34 Contraception Requirements

During the study, female participants of childbearing potential must use contraception or
take other precautions as described in Section 5.1.

5.4 SCREEN FAILURES

Individuals who do not meet the cognition or amyloid-based inclusion criteria for
participation in this study (screen failure) cannot be rescreened. Rescreening on other
criteria may be allowed as detailed in Section 5.2. The investigator will maintain a
record of reasons for screen failure (see Section 8).

6. STUDY TREATMENT(S) AND CONCOMITANT THERAPY

Study treatment is defined as any investigational treatment, marketed product, placebo,
or medical device intended to be administered to a study participant according to the
study protocol.

The term ‘study drug’ in Study WN42444 refers to gantenerumab or placebo.
Gantenerumab and placebo are also designated as investigational medicinal products
(IMPs). According to E.U. guidance, the PET tracers, as used in the context of this
study, are designated as non-IMPs. In some regions, according to local regulations,
these PET tracers may be considered to be IMPs (see Section 6.1.3).
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6.1

STUDY TREATMENTS ADMINISTERED

Table 8 provides a description of assigned study treatments for this study.

Table 8 Study Treatment Description
Gantenerumab Placebo ['®F]-Florbetaben | ['8F]-Flutemetamol ['®F]-MK-6240
Use Experimental Placebo Amyloid PET tracer Tau PET tracer
comparator
Type of IMP IMP According to E.U. guidance, the PET tracers, as used in the
medicinal context of this study, are designated as non-IMPs. In some
product regions, according to local regulations, these PET tracers may
be considered to be IMPs.
Drug form Solution for SC Solution for Solution for IV Solution for IV Solution for IV
injection SC injection injection injection injection
Unit dose 120 mg/0.8 mL Not Approximately Approximately Approximately
strength(s) 255 mg/1.7 mL applicable 20 mL of sterile 20 mL of sterile 20 mL of sterile
solution for solution for solution for
approximately approximately approximately
300 MBq 185 MBq 185 MBq
(see Investigator’'s | (see Investigator's (see Investigator’
Brochure) Brochure) s Brochure)
Dosage See See 300 = 10% MBq 185 + 10% MBq 185 + 10% MBq
level(s) Section 6.1.1 Section 6.1.2
Formulation(s) Refer to Not Refer to Refer to Refer to
Investigator’s applicable Investigator’s Investigator’s Investigator’s
Brochure Brochure Brochure Brochure
Packaging Refer to Refer to Syringe Syringe Syringe
Investigator’s Investigator’s or glass vial or glass vial sealed or glass vial
Brochure Brochure sealed with a with a synthetic sealed with a
synthetic rubber rubber closure and synthetic rubber
closure and aluminum overseal closure and
aluminum aluminum
overseal overseal
Labeling Per local requirements
Route of SC injection SC injection IV injection IV injection IV injection
administration
Source Sponsor Sponsor Life Molecular GE Healthcare Cerveau

Imaging

Technologies, Inc

IMP =investigational medicinal product; PET = positron emission tomography.

At applicable sites, study treatment may be administered by a trained nursing
professional at the participant’s home or another suitable location, if the patient has
given written informed consent to participate in mobile nursing (MN) visits.

Gantenerumab—F. Hoffmann-La Roche Ltd
77/Protocol WN42444, Version 2




Guidelines for dose modification and treatment interruption or discontinuation
for participants who experience adverse events are provided in Appendix 3.

6.1.1 Gantenerumab

The active treatment under investigation for this study is gantenerumab.
Gantenerumab will be administered by SC injections to all participants.

Participants who choose the Q1W dosing regimen at the target dose, and are
randomized to the active treatment arm will receive a dose of gantenerumab 120 mg SC
every 4 weeks (Q4W) three times, 255 mg SC Q4W three times, and 255 mg SC Q2W
six times, regardless of APOE ¢4 status, prior to reaching the target dose of 255 mg
Q1W (i.e., 1020 mg per month) as detailed in Table 1.

Participants who choose the Q2W dosing regimen at the target dose, and are
randomized to the active treatment arm will receive a dose of gantenerumab 120 mg SC
Q4W three times, 255 mg SC Q4W three times, and 510 mg SC Q4W three times,
regardless of APOE ¢4 status, prior to reaching the target dose of 510 mg Q2W

(i.e., 1020 mg per month) as detailed in Table 4.

Note: the minimum number of study drug doses, as outlined above, must be
administered during each titration step prior to dose escalation.

Following the initial dose escalation period, study drug will be administered at a Q1W
(Table 2) or Q2W (Table 5) dosing regimen. Participants will use their selected dosing
regimen throughout the maintenance dosing phase of the study.

For Q4W injections, a visit window of +7 days is allowed for dosing visits. Once study
drug is administered Q1W or Q2W, the visit window for dosing visits is +3 days.

It is recommended not to administer more than 1020 mg (i.e., 4 x 255 mg Q1W or
2x510 mg for Q2W) within 28 days. Always return to the initial planned dosing regimen
for subsequent visits. If administration is not possible on the scheduled dosing day, the
study drug should be administered as soon as possible within the time window from the
scheduled dosing date. If the study drug cannot be administered within the time window,
the dose should be skipped, and the participant should receive the next dose at the next
scheduled time with the study drug dosing resumed in accordance with the original
dosing schedule.

During the initial dose escalation, the maintenance dosing periods, and the
post-progression dose escalation period (if applicable), injections will be administered
SC into the abdomen as a single injection, 2 or 3 injections as any combination of the
following:

e 0.8 mL injection for the 120 mg dose or placebo

e 1.7 mL injection for the 255 mg dose or placebo
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Participants on the Q1W dosing regimen will receive 1 SC study drug injection per
dosing visit during the initial dose escalation and maintenance dosing periods

(Table 1 and Table 2). However, participants on the Q1W dosing regimen will receive
2 SC study drug injections per dosing visit at Week 1P, Week 5P, and Week 9P, and
1 SC study drug injection per dosing visit at all other dosing visits during the
post-progression dose escalation period (Table 3).

Participants on the Q2W dosing regimen will receive 1 SC study drug injection per
dosing visit until Week 25 during the initial dose escalation period (Table 4). Starting at
Week 25, participants will receive 2 SC study drug injections per dosing visit during the
initial dose escalation, maintenance dosing, and post-progression dose escalation
periods with the exception of dosing at Week 1P, Week 5P, and Week 9P

(Table 4, Table 5, and Table 6) when they will receive 3 SC study drug injections per
dosing visit (Table 6).

During pre-specified visits, the study drug may be administered by the participant or their
study partner (non-professional caregiver) at the participant’s home or another suitable
location depending on the individual participant’s/study partner’s preference, if
appropriately trained and certified by the investigator or delegate, and allowed by local
regulations.

During the initial dose escalation period, participants will receive SC injections of study
drug by the investigator or an appointed qualified study staff for the first 3 doses at the
clinic. If the participant or their study partner is willing and determined capable of
administering SC injections by the investigator or delegate, this participant or study
partner will receive observer and dose administration training at the first 3 dosing visits
(i.e., Weeks 1, 5, 9). At the next 4 visits (i.e., Weeks 13, 17, 21, and 25) the injections
will be administered by the participant or study partner under the site staff's supervision.
Following the supervised dosing visits at the clinic, subsequent dosing may be
administered by the participant or study partner at home except for doses that coincide
with a clinic visit, in which case the participant or study partner should administer the
injection in the clinic, under investigator/study staff supervision. Study staff will
document the outcome of the supervised administrations. Training and supportive
materials will be provided to the site and the participant and/or their study partner.
Following the in-person instructional training and supervised administrations at the site,
adequate supply of study drug will be provided. Participants should be observed for at
least 2 hours after dosing for the first 4 administrations of study drug (corresponding to
the injections at Week 1, Week 5, Week 9 and Week 13); the observation time may be
reduced to at least 1 hour following all other administrations. However, participants must
be observed for a minimum of 1 hour after each injection by their study partner or
another suitably trained individual (i.e., “postdose observer”) even if they are
self-administering the study drug. Study partners and postdose observers will be trained
by the site staff to recognize signs and symptoms of allergic reactions and the
appropriate actions to be taken if the participant were to develop those signs and
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symptoms. Postdose observers must also sign the Postdose Observer ICF prior to the
initiation of the training.

At subsequent visits as specified in the schedule of activities (see Section 1.3), the
investigator or appointed qualified study staff will determine if the participant or study
partner continues to be qualified to perform home administrations. If at any time the
investigator, participant, or study partner determines that home administration by the
participant or study partner is unqualified, then the study drug must be administered at
home or in the clinic by an alternative trained study drug administrator.

Starting from the fifth dose, at applicable sites, study drug may also be administered by
a trained healthcare professional (mobile nurse) at the participant's home or another
suitable location, if the participant has given written informed consent.

During the post-progression dose escalation period (Section 1.3 [Table 3 and Table 6]),
participants must be observed for at least 2 hours after the first 4 ‘definitely active doses’
(i.e., dosing at Week 1P, Week 5P, Week 9P and Week 13P). The observation time
may be reduced to at least 1 hour following all other administrations. Participant or
study partner administration is prohibited during the post-progression dose escalation
period. The study drug administration by the participant or their study partner may
resume after Week 37P following assessment and adequate training, if necessary, by
the site. Sites must verify participant/study partner readiness for study drug
administration.

A vial adapter will be available in countries where it has been approved to withdraw the
medication from the vial into a disposable syringe (this device will be optional for health
care professionals and for participants and study partners [non-professional caregivers]).

For study drug administration days that include efficacy assessments, study drug must
be administered at the clinical site by the site staff or the participants/study partner.
Study personnel preparing and administering study drug must not be involved with any
efficacy or safety assessments.

Any cases of overdose, medication error, drug abuse, or drug misuse of study treatment
should be noted on the Study Drug Administration electronic Case Report Form (eCRF).
Adverse events associated with an overdose, medication error, drug abuse, or drug
misuse of study treatment should be recorded on the Adverse Event eCRF

(see Section A2-7.13).

Refer to the Pharmacy Manual and/or the Home Administration Manual and the
Gantenerumab Investigator's Brochure for information on study drug handling, including
preparation and storage, and accountability.
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6.1.2 Placebo

A placebo of identical composition (except gantenerumab) and volume to gantenerumab
will be administered by SC injection to the abdomen. The dosing schedule of the
placebo and gantenerumab will also be identical throughout the duration of the study as
detailed in Section 1.3.

Additional details on dosing in Study WN42444 are provided in Section 4.1.3.

6.1.3 Positron Emission Tomography Tracers

For screening, the possible amyloid PET ligands will be [®F]-Florbetaben and
['®F]-Flutemetamol. ['®F]-Flutemetamol is only allowed for screening if access to
['®F]-Florbetaben at the imaging site is not possible. If during screening, the
amyloid-based eligibility is established based on an off-protocol (i.e., historical) amyloid
PET scan, the participant will not be allowed to participate in the optional longitudinal
amyloid PET assessments, unless a repeat ['®F]-Florbetaben amyloid PET scan is
obtained at baseline. Such participants may still participate in the optional longitudinal
tau PET assessments.

For the optional longitudinal amyloid PET assessments only ['®F]-Florbetaben will be
used, except that, the use of ['®F]-Flutemetamol will be allowed in Japan due to
insufficient availability of ['®F]-Florbetaben. Participants who will be assessed with
['®F]-Flutemetamol will not be accounted for in the 200 participant target sample size for
the longitudinal amyloid PET assessments.

For the longitudinal tau PET assessment, ['®F]-MK-6240 will be used.

In countries where the PET radioligands are approved for marketing, the approved local
product information will be provided, and in countries where they are not approved for
marketing, the Investigator's Brochures will be provided.

Additional requirements for all participants receiving an amyloid or tau PET scan include:

¢ Females of childbearing potential will undergo additional pregnancy tests and must
have a negative pregnancy test result prior to the tracer injection

e Planned or recent (within 12 months prior to screening) exposure to ionizing
radiation that in combination with the planned administrations of the radioligand
would result in a cumulative exposure equal to or less than recommended local
guidelines

For the safety reporting requirements dealing with the PET tracers used in this study,
please see Section 8.3.4).
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6.2 PREPARATION, HANDLING, STORAGE, AND
ACCOUNTABILITY

Investigational medicinal products required for completion of this study will be provided
by the Sponsor. The study site (i.e., investigator or other authorized personnel such as
pharmacist or mobile nurse) is responsible for maintaining records of IMP delivery to the
site, IMP inventory at the site, IMP use by each participant, and disposition or return of
unused IMP, thus enabling reconciliation of all IMP received, and for ensuring that
participants are provided with doses specified by the protocol.

The study site should follow all instructions included with each shipment of IMP.

The study site will acknowledge receipt of IMPs supplied by the Sponsor, with use of an
IXRS to confirm the shipment condition and content. Any damaged shipments will be
replaced. The investigator or designee must confirm that appropriate temperature
conditions have been maintained during transit, either by time monitoring

(shipment arrival date and time) or temperature monitoring, for all IMPs received and
that any discrepancies have been reported and resolved before use of the IMPs.

All IMPs must be stored in a secure, environmentally controlled, and monitored
(manual or automated) area in accordance with the labeled storage conditions, with
access limited to the investigator and authorized staff.

Only participants enrolled in the study may be administered the IMP, only authorized
staff may dispense the IMP, and only authorized healthcare professionals or trained
participants/study partners may administer the IMP.

Investigational medicinal products will either be disposed of at the study site according to
the study site's institutional standard operating procedure or be returned to the Sponsor
with the appropriate documentation. The site's method of destroying Sponsor-supplied
IMPs must be agreed to by the Sponsor. The site must obtain written authorization from
the Sponsor before any Sponsor-supplied IMP is destroyed, and IMP destruction must
be documented on the appropriate form.

Accurate records of all IMPs received at, dispensed from, returned to, and disposed of
by the study site should be recorded on the drug accountability log.

If applicable, participants or study partners will confirm completed administration in the
home (nonclinical) setting with use of a diary. Further details will be described in the
Home Administration Manual.

Refer to the Pharmacy Manual and/or the Home Administration Manual and the
Gantenerumab Investigator's Brochure for information on IMP handling, including
preparation and storage, and accountability.
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6.3 TREATMENT ASSIGNMENT AND BLINDING
6.3.1 Treatment Assignment

This is a randomized, double-blind study. After the main study written informed consent
has been obtained, all screening procedures and assessments have been completed,
and eligibility has been established for a participant, the study site will obtain the
participant's identification number and treatment kit assignment from an IxRS.
Participants will be randomly assigned to 1 of 2 treatment arms. The ratio will be 1:1,

1 experimental to 1 control. The randomization method will be stratified
block-randomization. Randomization to treatment allocation will be stratified by the
following criteria: geographic region (Western Europe, Australia, and New Zealand), the
participant’'s APOE ¢4 carrier status (non-carrier vs. heterozygote carrier vs. homozygote
carrier), the method used to determine amyloid positivity (PET vs. CSF), and
participation in the optional longitudinal amyloid PET and tau PET assessments.

6.3.2 Blinding

The study is to be conducted in a double-blinded manner to minimize potential bias from
investigators and participants. The Sponsor, participants and their study partners, and
the site staff will remain blinded to treatment assigned at randomization, even after a
participant progresses to MCI or dementia due to AD and starts active treatment.

In order to protect study blinding, no one administering or with the potential to administer
drug to participants will be permitted to conduct any efficacy assessments.

Study partners will only be permitted to support 1 participant in the trial and may not be
enrolled as study participants at the same time.

The Master Randomization or Master Medication List will not be available at the study
center to Roche monitors, Roche project statisticians, or to the project team at Roche.
Unblinding should not occur except in the case of emergency situations where
knowledge of the study drug assigned would affect participant care. The investigator
should make every effort to contact the Medical Monitor before unblinding a participant.
If unblinding is necessary for participant management, the investigator will be able to
break the treatment code by contacting the IXRS. The investigator should document and
provide an explanation for any premature unblinding (e.g., accidental unblinding,
unblinding due to a serious adverse event). Any request from the investigator for
information about the treatment administered to study participants for another purpose
must be discussed with the Medical Monitor.

While PK and immunogenicity samples must be collected from participants not exposed
to gantenerumab to maintain the blinding of treatment assignment, PK and ADA assay
results for such participants are generally not needed for the safe conduct or proper
interpretation of the study data. Laboratories responsible for performing study drug PK
and ADA assays will be unblinded to participant treatment assignments to identify
appropriate samples for analysis. Pharmacokinetic and ADA samples from participants
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not exposed to gantenerumab will not be analyzed for study drug PK concentration or
ADAs except by request (e.g., to evaluate a possible error in dosing).

As per health authority reporting requirements, the Sponsor's Drug Safety representative
will break the treatment code for all serious, unexpected suspected adverse reactions
(see Section 8.3.4) that are considered by the investigator or Sponsor to be related to an
IMP (defined in Section 6). The participant may continue to receive treatment, and the
investigator, participant, and Sponsor personnel, with the exception of the Drug Safety
representative and personnel who must have access to participant treatment
assignments to fulfill their roles (as defined above), will remain blinded to treatment
assignment.

6.4 STUDY TREATMENT COMPLIANCE

When participants are dosed at the site, they will receive study treatment directly from
the investigator, their designee or via self/study partner administration under medical
supervision. The date and time of each dose administered in the clinic will be recorded
in the source documents and recorded on the eCRF. The dose of study treatment and
study participant identification will be confirmed at the time of dosing by a member of the
study site staff other than the person administering the study treatment.

When participants self-administer study treatment at home, compliance with study
treatment will be assessed via regular phone calls per Section 6.1.1 and the dosing diary
per Section 6.2.

Details on treatment administration (e.g., dose and timing) should be noted in the source
documents and on the Study Drug Administration eCRF. Cases of overdose, medication
error, drug abuse, or drug misuse, along with any associated adverse events, should be

reported as described in Appendix 2.

6.5 DOSE MODIFICATION

Rules regarding dose interruptions or modifications in participants who develop
ARIA events are provided in Section A3-1. Discontinuation from study treatment is
detailed in Section 7.1. Participant non-compliance and other potential reasons to
discontinue a participant from the study are detailed under Section 7.2.

6.6 CONTINUED ACCESS TO STUDY TREATMENT AFTER THE
END OF THE STUDY

The Sponsor will offer continued access to gantenerumab free of charge to eligible
participants in accordance with the Roche Global Policy on Continued Access to
Investigational Medicinal Product, as outlined below.
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A participant will be eligible to receive gantenerumab after completing the study if all of
the following conditions are met:

e The participant has a life-threatening or severe medical condition and requires
continued gantenerumab treatment for his or her well-being

e There are no appropriate alternative treatments available to the participant

o The participant and his or her doctor comply with and satisfy any legal or regulatory
requirements that apply to them

A participant will not be eligible to receive gantenerumab after completing the study if
any of the following conditions are met:

e The gantenerumab is commercially marketed in the participant's country and is
reasonably accessible to the participant (e.g., is covered by the participant's
insurance or wouldn't otherwise create a financial hardship for the participant)

e The Sponsor has discontinued development of the gantenerumab or data suggest
that the gantenerumab is not effective for the prevention of symptomatic AD and/or
the treatment of prodromal to mild AD

e The Sponsor has reasonable safety concerns regarding the gantenerumab as a
treatment for AD

e Provision of the gantenerumab is not permitted under the laws and regulations of
the participant's country

The Roche Global Policy on Continued Access to Investigational Medicinal Product is
available at the following website:

https://www.roche.com/policy continued_access_to_investigational _medicines.pdf

6.7 TREATMENT OF OVERDOSE

An overdose is the administration of a drug in a quantity that is higher than the assigned
dose. There is no known antidote for treating gantenerumab. Cases of medication
error, including overdoses, along with any associated adverse events, should be
reported as described in Appendix 2.

In the event of an overdose, the investigator should take the following steps:
e Contact the Medical Monitor immediately

¢ Closely monitor the participant for any adverse event or serious adverse event and
laboratory abnormalities. The investigator may choose to perform additional
MRI monitoring for ARIA at any time (see Section A3-1).

Supportive treatment, in line with local regulations and guidelines, for any noted
symptoms is recommended.
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6.8 CONCOMITANT THERAPY

Any medication or vaccine (including over-the-counter or prescription medicines,
vitamins, herbal and homeopathic remedies, and nutritional supplements) used by a
participant in addition to protocol-mandated treatment from 3 months prior to the
screening visit until the study completion or discontinuation visit must be recorded on the
Concomitant Medications eCRF along with the following information:

e Reason for use
e Dates of administration, including start and end dates

¢ Dosage information, including dose and frequency

The Medical Monitor may be consulted if there are any questions related to concomitant
or prior therapy.

6.8.1 Permitted Therapy

The following medications are permitted if the dose and dosing regimen have been
stable for at least 3 months (unless otherwise specified below) prior to the screening
visit, and are expected to remain stable after screening or if required for treatment of an
adverse event after study start:

¢ Anticonvulsant medications for an approved pain indication

o  Selective Serotonin Reuptake Inhibitors (SSRIs) and Serotonin Norepinephrine
Reuptake Inhibitors (SNRIs) for the treatment of depressive symptoms

e Chronic use of prescribed opiates or opioids for pain management is allowed if on a
stable dose for at least 1 month prior to screening. Chronically used, prescribed
opioids do not have to be discontinued prior to cognitive testing if on a stable dose
for at least 1 month prior to cognitive testing.

e Chronic use of prescribed benzodiazepines, barbiturates and hypnotic medications
are allowed if on a stable dose for at least 1 month prior to screening.
Chronically used, prescribed benzodiazepines, barbiturates and hypnotic
medications do not have to be discontinued prior to cognitive testing if on a stable
dose for at least 1 month prior to cognitive testing.

¢ Intermittent, short-term use of prescribed opiates or opioids for pain, as well as
benzodiazepines, buspirone, and short-acting hypnotic medication for sleep or
anxiety are allowed, except within 2 days or 5 half-lives (whichever is longer) prior to
any neurocognitive assessment

e Medical marijuana (licensed and/or standardized marijuana or its derivatives, as
prescribed or recommended by a healthcare professional in the treatment of a
medical condition) is allowed if on a stable dose for at least 1 month prior to
screening. Medical marijuana does not have to be discontinued prior to cognitive
testing if on a stable dose for at least 1 month prior to cognitive testing.

¢ Intermittent use of centrally acting antihistamine medications except within 2 days or
5 half-lives (whichever is the longer) prior to any cognitive assessment
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e Anti-platelet treatments (e.g., aspirin, clopidogrel, dipyridamol) and low dose low-
molecular-weight heparin for prophylaxis are permitted

e Participants who use oral contraceptives, hormone-replacement therapy, or other
maintenance therapy should continue their use

e Medical food supplements (e.g., Axona®, Souvenaid®) are allowed if on a stable
dose for at least 1 month prior to cognitive testing including at screening

Whenever possible, one of the medications listed below should be used if appropriate.
Concomitant and excluded therapies for determination of participant eligibility are
described in Section 5.2.7.

6.8.1.1 COVID-19 Vaccination

Based on the available information, no interactions between gantenerumab and the
COVID-19 vaccines are expected to occur, and no other safety concerns have been
identified that would prohibit the vaccination of participants enrolled in the studies
where gantenerumab is being investigated for the treatment of Alzheimer’s disease.

However, the published safety data show that overlapping adverse events between
gantenerumab/placebo and the vaccines can occur: the timing and the nature of local
injection reactions (occurring within 24 hours) as well as of systemic injection
reactions may be similar for both products.

Just as with other vaccinations (e.g., influenza), the administration of COVID-19
vaccines will be considered as a concomitant medication in these studies.

In the situation that vaccination of a study participant with a COVID-19 vaccine is
considered:

e COVID-19 vaccines that have been approved or authorized for temporary use can
be administered to study participants according to the national and local guidance,
and their use should be documented on the “Concomitant Medication” eCRF.
Only those administered during the time of the protocol specified reporting window
for concomitant medications should be collected. Sites should collect as much
information as is available regarding the vaccine received on the concomitant
medication page of the eCRF. The following should be included where available:

—  Manufacturer or proprietary name
—  Vaccine type

—  Date of administration (if 2 or more doses are received, sites should record
each administration as a separate entry)

—  If different COVID-19 vaccines are administered (e.g., Pfizer-BioNTech
COVID-19 Vaccine at first dose and the Oxford University/AstraZeneca
COVID-19 Vaccine at second dose) this should be clearly captured

e To facilitate the correct clinical assessment of any adverse events and to continue
correct attribution of adverse events related to study drug (gantenerumab/placebo)
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or to the vaccination, namely of local and systemic reactions following the
injections, the Sponsor recommends to vaccinate study participants at least
2448 hours after an injection of study drug. Similarly, vaccination in the

48 hours preceding a study drug administration should also preferably be avoided.
However, the timing of the study visits and study drug administration should not
be unduly postponed because of a vaccination.

e Any adverse events observed in association with the use of vaccines should be
documented on the adverse event page in the eCRF and clinically managed, as it is
medical practice for any other concomitant vaccination

e On the same adverse event page, assign the adverse event causality in the
"Other suspected causes" field to "Concomitant medication". The Injection Site
Reaction eCRF should not be completed for local injections reactions due to the

vaccine.
6.8.2 Cautionary Therapies
6.8.2.1 Herbal Therapies

Concomitant use of herbal therapies is not recommended because their
pharmacokinetics, safety profiles, and potential drug— interactions are generally
unknown.

6.8.3 Prohibited Therapy
The following medications are prohibited for a pre-specified duration prior to study start,

as indicated, and during the entire period of study participation (participants who start
these medications during the study may be withdrawn from study treatment):

¢ Any previous administration of gantenerumab is exclusionary at screening

¢ Any previous administration of active immunotherapy (vaccine) that is being
evaluated to prevent or postpone cognitive decline is exclusionary at screening and
prohibited during the entire period of study participation

¢ Any passive immunotherapy (lg) or other long-acting biologic agent to prevent or
postpone cognitive decline within 1 year of screening are exclusionary. Use of
passive immunotherapy (lg) or other long-acting biologic agents to prevent or
postpone cognitive decline is also prohibited during the entire period of study
participation.

o Any other investigational treatment within 5 half-lives or 6 months (whichever is
longer) prior to screening is exclusionary and prohibited during the entire period of
study patrticipation

¢ Any previous administration of GV-971 is exclusionary at screening. The use of
GV-971 is prohibited during the entire period of study participation.

¢ Any previous treatment with medications specifically intended to treat symptoms
related to Parkinson’s disease or any other neurodegenerative disorder is
exclusionary at screening and the use of these medications is prohibited during the
study. Certain medications are acceptable, if the participant is taking the medication
for a non-neurodegenerative disorder (e.g., pramipexole for restless leg syndrome).
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e Anticonvulsant medications are exclusionary at screening and throughout the study,
except as treatment for an approved pain indication or an adverse event after study
start

o Typical anti-psychotic or neuroleptic medications are exclusionary at screening and
throughout the study, except as brief treatment for a non-psychiatric indication
(e.g., emesis)

o Atypical anti-psychotic medications are exclusionary at screening and during the
stud except for intermittent short-term use

e Anticoagulation medications within 3 months of screening with no plans to initiate
any prior to randomization

—  During the study, short-term use of anti-coagulant medications may not result
in permanent discontinuation from the study; however, will require temporary
interruption of the study drug.

¢ Psychedelic drugs and substances (e.g., psilocybin, LSD), recreational cannabis
and illicit use of opioids (e.g., opium, morphine, fentanyl or diacetylmorphine/heroin)
or ketamine are exclusionary at screening and during the entire study

¢ Nootropics and stimulant medications (e.g., piracetam, amphetamine,
methylphenidate preparations, or modafinil) are exclusionary within 1 month of
screening and throughout the study

e Any previous treatment with cholinesterase inhibitors (e.g., donepezil, galantamine,
rivastigmine) and N-methyl-D-aspartate receptor antagonists (e.g., memantine) are
exclusionary at screening. Cholinesterase inhibitors (e.g., donepezil, galantamine,
rivastigmine) and N-methyl-D-aspartate receptor antagonists (e.g., memantine) are
prohibited during the study unless the participant has progressed to dementia as
determined by the iCAC

7. DISCONTINUATION OF STUDY TREATMENT AND
PARTICIPANT DISCONTINUATION OR WITHDRAWAL

Study and site closure is described in Appendix 1.

7.1 DISCONTINUATION OF STUDY TREATMENT

It may be necessary for a participant to permanently discontinue

(definitive discontinuation) study treatment. If study treatment is definitively
discontinued, the participant will remain in the study for additional assessments. See the
schedule of activities (see Section 1.3) for data to be collected at the time of
discontinuation of study treatment and for any further follow-up evaluations that need to
be completed.
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Participants must permanently discontinue study treatment if any of the following criteria
are met:

e Any medical condition that the investigator determines (including upon the
Sponsor’s recommendation) may jeopardize the participant's safety if he or she
continues to receive study treatment

¢ Investigator determination (including upon the Sponsor’s recommendation) that
treatment discontinuation is in the best interest of the participant

e Pregnancy
¢ Upon evidence of disseminated leptomeningeal hemosiderosis

¢ Upon evidence of intracerebral macrobleed

If study treatment is discontinued permanently for participants dosed at home, any
remaining study drug doses should be returned to the study site (if applicable).

The primary reason for study treatment discontinuation should be documented on the
appropriate eCRF.

Participants who discontinue from the study treatment for any reason should be
encouraged to continue with all remaining assessments until the end of the study.
However, participants who are unwilling to return to the clinic will be asked to complete
the Early Termination and safety follow-up visits within 2 weeks and 17 weeks,
respectively from the final dose of study drug.

7.2 PARTICIPANT DISCONTINUATION OR WITHDRAWAL FROM
THE STUDY

A participant may withdraw from the study at any time at his or her own request, or may
be withdrawn at any time at the discretion of the investigator for safety, behavioral,
compliance, or administrative reasons. The participant will then be permanently
discontinued both from the study treatment and from the study at that time.

Participants who withdraw from the study will not be replaced.

The primary reason for study treatment discontinuation should be documented on the
appropriate eCRF.

If a participant withdraws consent from the study, the Sponsor may retain and continue
to use any data collected before withdrawal of consent. Samples collected prior to
withdrawal may be analyzed, unless the participant specifically requests that the
samples be destroyed (as documented in the source documents) or local laws require
destruction of the samples. However, if samples have been tested prior to withdrawal,
results from those tests will remain as part of the overall research data.

All participants who discontinue from the study early will be asked to return 2 weeks
after the final dose of study drug to complete the early termination visit and 17 weeks
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after the final dose of study drug for the safety follow-up visit. If participants dosed at
home discontinue the study early, any remaining study drug doses should be returned to
the study site (if applicable).

Every effort should be made to obtain a reason for participant discontinuation from the
study. The primary reason for discontinuation from the study should be documented on
the appropriate eCRF. However, participants will not be followed for any reason after
consent has been withdrawn. If a participant requests to be withdrawn from the study,
this request must be documented in the source documents and signed by the
investigator.

Reasons for participant discontinuation from the study may include, but are not limited
to, the following:

e Participant withdrawal of consent
e  Study termination or site closure

e Any medical condition that the investigator or Sponsor determines may jeopardize
the participant’s safety if he or she continues in the study

¢ Investigator or Sponsor determines it is in the best interest of the participant

Participant non-compliance with the study and/or study procedures, defined as missing
more than 3 consecutive dose administrations (with Q4W dosing regimen), more than

6 consecutive dose administrations (with Q2W dosing regimen), or >12 consecutive
dose administrations (with Q1W dosing regimen) because of non-safety related reasons
or more than half of the dosing visits in a calendar year. See the schedule of activities in
Section 1.3 for details on Early Termination and Safety Follow-up visits to be performed
for participants who permanently discontinue study treatment. If a participant requests
to be withdrawn from treatment or follow-up assessments, this request must be
documented in the source documents and signed by the investigator.

7.3 PARTICIPANTS LOST TO FOLLOW-UP

A participant will be considered lost to follow-up if he or she repeatedly fails to return for
scheduled visits and is unable to be contacted by the study site.

The following actions must be taken if a participant fails to return to the clinic for a
required study visit:

o The site must attempt to contact the participant and reschedule the missed visit as
soon as possible and counsel the participant on the importance of maintaining the
assigned visit schedule. If the participant is unable or unwilling to comply with study
visits, site personnel should assess reasons the participant is unable or unwilling to
return to the clinic, and determine if there are ways to support participant
participation.

e Before a participant is deemed lost to follow-up, the investigator or designee must
make every effort to regain contact with the participant (where possible, 3 telephone
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calls and, if necessary, a certified letter to the participant’s last known mailing
address or local equivalent methods). These contact attempts should be
documented in the participant’'s medical record.

e Should the participant continue to be unreachable, he or she will be considered lost
to follow-up and will be withdrawn from the study

8. STUDY ASSESSMENTS AND PROCEDURES

Written informed consent for participation in the study must be obtained from all
participants and their study partners (non-professional caregivers) before performing any
study-related procedures. Informed Consent Forms for enrolled participants, their study
partners, and postdose observers, as well as for those who are not subsequently
enrolled, will be maintained at the study site. Written informed consent for participation
in the study must be obtained from:

e All participants before performing any study-related procedures (including optional
prescreening evaluations)

o All study partners (non-professional caregivers) before performing any study-related
screening procedures excluding the optional prescreen

e Each postdose observer before they undertake any study-related procedure,
including any training

Informed Consent Forms for enrolled participants, their study partners, and postdose
observers, as well as for those who are not subsequently enrolled, will be maintained at
the study site.

Study procedures and their timing are summarized in the schedule of activities
(see Section 1.3). Prospective approval of protocol deviations, also known as protocol
waivers or exemptions, is not permitted.

Urgent safety concerns should be discussed with the Sponsor immediately upon
occurrence or awareness to determine if the participant should continue or discontinue
study treatment. Adherence to the study design requirements, including those specified
in the schedule of activities, is essential and required for study conduct.

All screening evaluations must be completed and reviewed to confirm that potential
participants meet all eligibility criteria before enrollment. The investigator will maintain a
detailed record of all participants screened, to document eligibility or record reasons for
screening failure, as applicable.

Medical history and baseline conditions, including clinically significant diseases,
surgeries, cancer history (including prior cancer therapies and procedures), reproductive
status, and use of alcohol and drugs of abuse will be recorded at baseline.

Any medication or vaccine (including over-the-counter or prescription medicines,
vitamins, herbal and homeopathic remedies, and nutritional supplements) used by the
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participant within 3 months prior to the screening visit will be recorded at baseline.
Demographic data, including age, sex, and self-reported race or ethnicity, relationship
status of participants and their study partner, living situation and length of acquaintance
will also be recorded and updated upon changes. At the time of each follow-up physical
examination, an interval medical history should be obtained and any changes in
medications, demographic data and allergies should be recorded.

As this study is being conducted in multiple geographic regions, it is likely that
participants of different ethnic origins will be enrolled in the study. Although there is
currently no indication that gantenerumab is metabolized or eliminated differently or that
the treatment effect would be different in participants of different ethnic origins, collecting
this information is essential to adequately evaluate the results of this study

(e.g., possible differences in PK exposure [concentration of the drug in the blood] or
treatment effect).

Participants will be closely monitored for safety throughout the study.

Participants should be assessed for toxicity prior to each dose; treatment will be
administered only if the clinical assessment and local laboratory test values are
acceptable. Urgent safety concerns should be discussed with the Sponsor immediately
upon occurrence or awareness to determine if the participant should continue or
discontinue study treatment.

At applicable sites, certain study assessments may be performed by a MN professional
at the participant's home or another suitable location to improve access and
convenience for participants participating in the study. The Sponsor will select a
healthcare company that will be responsible for providing MN services for home
administration at participating sites (the MN vendor). The MN vendor is responsible for
ensuring that all MN professionals are licensed, qualified, and in good standing, as per
applicable regulations, and that appropriate background checks have been performed.
If the investigator at a participating site determines that MN services are appropriate for
a participant and the participant gives written informed consent to participate in

MN visits, the MN network will communicate with the participant and the participant's
site. Mobile nursing visits will be scheduled on specified visit days, to allow for relevant
assessments to be performed by the MN professional. The MN Manual will specify the
assessments that may be performed by a MN professional.

8.1 EFFICACY ASSESSMENTS
8.1.1 Clinical Outcome Assessments

Clinical outcome assessments (COAs) will be completed to assess the treatment benefit
of gantenerumab as outlined in the schedule of activities (see Section 1.3) and in the
order specified in Section 8.10. Cognitive, functional, neuropsychiatric and quality of life
assessments (i.e., PACC-5, CDR, CFla, Amsterdam Instrumental Activities of Daily
Living Questionnaire Short Version [A-IADL-Q-SV], AD-CGI-S, AD-PGI-S, AD-SPGI-S,
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GDS-30, and the EQ-5D-5L) will be administered. Detailed descriptions of COAs
included in Study WN42444 are provided in Section 8.10.2.

8.1.2 Pharmacodynamic Assessments

Biomarker efficacy assessments are detailed in Section 8.5.

8.2 SAFETY ASSESSMENTS
8.2.1 Physical Examinations

A complete physical examination will include, at a minimum, assessments of the head,
eyes, ears, nose, and throat, and the cardiovascular, dermatological, musculoskeletal,
respiratory, gastrointestinal, genitourinary (optional), and neurological systems.

Any abnormality identified at baseline should be recorded on the General Medical
History and Baseline Conditions eCRF.

A limited physical examination will be symptom-directed. Investigators should pay
special attention to clinical signs related to previous serious illnesses. Changes from
baseline abnormalities should be recorded in participant notes. New or worsened
clinically significant abnormalities should be recorded as adverse events on the
Adverse Event eCRF.

The schedule of activities (see Section 1.3) indicates when complete and limited
physical examinations are to be recorded. During unscheduled visits, the investigator or
designee may choose the appropriate scope of physical examination (complete vs.
limited physical examination) depending on the reason for the unscheduled visit.

8.2.2 Vital Signs

Vital signs will consist of pulse rate and systolic and diastolic blood pressure
measurements.

Blood pressure and pulse measurements will be assessed with a completely automated
device. Manual techniques will be used only if an automated device is not available.

If obtained manually, the pulse rate will be determined by radial pulse and should be
counted for a minimum of 20 seconds.

Blood pressure and pulse measurements should be taken before blood collection for
laboratory tests and preceded by at least 5 minutes of rest for the participant in a quiet
setting without distractions (e.g., television, cell phones). The same arm should be used
for all blood pressure measurements.

Record abnormalities observed at baseline on the General Medical History and Baseline
Conditions eCRF. At subsequent visits, record new or worsened clinically significant
abnormalities on the Adverse Event eCRF.
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The schedule of activities (see Section 1.3) indicates when vital signs (pulse and blood
pressure measurements) are to be recorded.

8.2.3 Electrocardiograms

Single 12-lead ECGs will be obtained as outlined in the schedule of activities
(see Section 1.3).

All ECG recordings must be performed a standard high-quality, high fidelity digital
electrocardiograph machine. Lead placement should be as consistent as possible.
Electrocardiogram recordings must be performed after the participant has been resting
in a supine position for at least 5 minutes. All ECGs are to be obtained prior to other
procedures scheduled at that same time (e.g., vital sign measurements, blood draws,
LPs). Circumstances that may induce changes in heart rate, including environmental
distractions (e.g., television, radio, conversation) should be avoided during the pre-ECG
resting period and during ECG recording.

For safety monitoring purposes, the investigator must review, sign, and date all
ECG reports. Paper copies of ECG tracings will be kept as part of the participant's
permanent study file at the site.

The centrally-provided electrocardiograph machine should record the heart rate,
QRS interval, RR interval, PR interval, QT interval, QTcB and QTcF (i.e., the QT interval
corrected through use the Bazett formula and Fridericia's formula, respectively).

8.24 Clinical Safety Laboratory Tests

See Appendix 24 for the list of clinical laboratory tests to be performed and to the
schedule of activities (see Section 1.3) for the timing and frequency. Clinical laboratory
tests conducted by a central laboratory must be conducted in accordance with the
laboratory manual.

The investigator must review the laboratory report, document this review, and record any
clinically-relevant changes occurring during the study in the Adverse Event Case Report
Form (CRF) (see Appendix 24).

All laboratory tests with values considered clinically significantly abnormal during
participation in the study or within 17 weeks of the final dose of study treatment should
be repeated until the values return to normal or baseline or are considered to be stable
and no longer considered clinically significant by the investigator. If such values do not
return to normal or baseline within a period of time judged reasonable by the
investigator, the etiology should be identified and the Sponsor notified.

If laboratory values from non-protocol-specified laboratory assessments performed at
the institution’s local laboratory require a change in participant management or are
considered clinically significant by the investigator (e.g., serious adverse event or
adverse event or dose modification), the results must be recorded on the eCRF.
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Samples collected for safety laboratory tests will be destroyed no later than the time of
completion of the final Clinical Study Report.

8.2.5 Pregnancy Testing

The schedule for pregnancy testing for enrolled female participants is outlined in
Section 1.3 and will be conducted as outlined in Appendix 4.

8.2.6 Monitoring for Suicidal Ideation and Behavior

Participants should be monitored appropriately and observed closely for suicidal ideation
and behavior or any other unusual changes in behavior, especially at the beginning and
end of the course of study drug treatment, or at the time of dose changes.

Consideration should be given to discontinuing study drug in participants who
experience signs of suicidal ideation or behavior, following a risk assessment.

Study partners, families, and caregivers of participants should be alerted about the need
to monitor participants for the emergence of unusual changes in behavior, as well as the
emergence of suicidal ideation and behavior and to report such symptoms immediately
to the study investigator. Assessment of suicidal ideation and behavior or
treatment-emergent suicidal ideation and behavior will be monitored during

Study WN42444 with use of the C-SSRS (Posner et al. 2011).

The C-SSRS (https://www.cssrs.columbia.edu) is an assessment tool used to assess the
lifetime suicidality of a participant (C-SSRS assessment at baseline) as well as any new
instances of suicidality (C-SSRS assessments after baseline). The structured interview
prompts recollection of suicidal ideation, including the intensity of the ideation, behavior,
and attempts with actual or potential lethality. The C-SSRS assessments will be
performed as indicated in the schedule of activities (see Section 1.3, Table 1, Table 2,
and Table 3 for the QW1 dosing regimen and Table 4, Table 5, and Table 6 for the Q2W
dosing regimen).

The assessment will be completed by a certified C-SSRS rater after he or she interviews
the participant and their study partner during the study visit.

8.2.7 Brain Magnetic Resonance Imaging

In this study brain MRIs will be performed as outlined in the schedule of activities

(see Section 1.3) for screening purposes, to support safety assessments, and to provide
baseline information for the PET assessments. A detailed description is provided in
Section 8.5.4.

During the initial dose escalation period (Table 1 and Table 4), MRIs must be performed
after the third dose of current dose level while on the Q4W schedule, or after the

sixth dose of the current dose level while on the Q2W schedule. Magnetic resonance
imaging scans should be performed at least 7 days prior to dose escalation to the next
dose level and the results must be available for review by the investigator or their
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qualified designee before the dosing can proceed. It is not recommended that the MRI is
performed on the same day as the study drug administration.

During the maintenance dosing period (Table 2 and Table 5), MRIs should be
performed at least 7 days but no more than 13 days before the dosing visit that requires
a safety MRI result. Results must be available for review by the investigator or their
qualified designee before dosing at the visit that requires a safety MRI result can
proceed. Magnetic resonance imaging scans should be performed before or at least 3
days following CSF sampling.

During the post-progression dose escalation period of the Q1W dosing schedule
(Table 3), a minimum of 3 “definitely active doses’ during the first 2 dosing levels and
minimum of 6 ‘definitely active doses’ during the third dosing level must be
administered before the participant is eligible for the next dose escalation. If required
by the schedule of activities, MRIs should be performed at least 7 days prior to dose
escalation to the next dose level, and results must be available for review by the
investigator or their qualified designee before the dosing can proceed.

Magnetic resonance imaging scans should be performed before or at least 3 days
following CSF sampling.

During the post-progression dose escalation period of the Q2W dosing schedule
(Table 6), a minimum of 3 “definitely active doses” at each dosing level must be
administered before the participant is eligible for the next dose escalation. If required
by the schedule of activities, MRIs should be performed at least 7 days prior to dose
escalation to the next dose level, and results must be available for review by the
investigator or their qualified designee before the dosing can proceed.

Magnetic resonance imaging scans should be performed before or at least 3 days
following CSF sampling.

In addition to any local reading according to local procedures and requirements, all

MRI scans will be reviewed by an expert central reader within approximately 1 week of
receipt and a report provided to the site. For the purposes of overall study relevant
decisions and recommendations, including participant eligibility as well as for analysis,
results from the expert central reader will be used. Any time the central reader identifies
a new MRI finding the study center medical staff and the Sponsor will be rapidly notified
(see Section 8.5.2).

See Section A3-5 for instructions in the event of new MRI findings (ARIA-E and
ARIA-H).

8.3 ADVERSE EVENTS, SERIOUS ADVERSE EVENTS, AND OTHER
SAFETY REPORTING

The definitions of adverse event and serious adverse event can be found in Appendix 2.
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Adverse events will be reported by the participant and their study partner (or, when
appropriate, by a caregiver, surrogate, or the participant's legally authorized
representative).

The investigator and any qualified designees are responsible for detecting, documenting,
and recording events that meet the definition of an adverse event or serious adverse
event and remain responsible for following up adverse events that are serious, are
considered related to the study treatment or study procedures, or caused the participant
to discontinue the study treatment/study (see Section 7).

8.3.1 Time Period and Frequency for Collecting Adverse Event and
Serious Adverse Event Information

After informed consent has been obtained but prior to initiation of study treatment, only
serious adverse events caused by a protocol-mandated intervention should be reported.
The paper Clinical Trial Serious Adverse Event/Adverse Event of Special Interest
Reporting Form provided to investigators should be completed and submitted to the
Sponsor or its designee immediately (i.e., no more than 24 hours after learning of the
event), either by faxing or by scanning and e-mailing the form using the fax number or
e-mail address provided to investigators. All other medical occurrences that begin
before the start of study treatment but after obtaining informed consent will be recorded
on the General Medical History and Baseline Conditions eCRF, not the Adverse Event
eCRF.

All adverse events will be reported from the start of treatment until 17 weeks after the
final dose of study treatment at the timepoints specified in the schedule of activities
(see Section 1.3).

All serious adverse events will be recorded and reported to the Sponsor or designee
immediately and under no circumstance should this exceed 24 hours, as indicated in
Appendix 2. The investigator will submit any updated serious adverse event data to the
Sponsor within 24 hours of it being available.

Investigators are not obligated to actively seek adverse event or serious adverse event
information after conclusion of study participation. However, if the investigator learns of
any serious adverse event, including a death, at any time after a participant has been
discharged from the study, and he or she considers the event to be reasonably related to
the study treatment or study participation, the investigator must promptly notify the
Sponsor.

Adverse events that occur during the participant’s participation in imaging procedures at
the imaging center or that are reported at the time of the participant’s visit to the imaging
center will be communicated to the referring clinical site. Conversely, any clinically

significant adverse events reported to the clinical site that may affect the participation of
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any one participant or all participants enrolled in this study will be communicated to the
imaging center within 24 hours of learning of the event.

Clinical observations by the responsible physician or designee at the imaging center, as
well as vital sign measurements performed at the imaging center, will be recorded in the
source data only and will not be part of the clinical study database unless any of these
clinical observations/vital signs are clinically significant and constitute adverse events as
assessed by the responsible physician or designee at the imaging site.

All adverse events that occur or are reported during the participant’s visit at the imaging
center will be retrospectively entered into the clinical database by the clinical site without
the need to complete an Adverse Event Worksheet.

Additional measures for at-home administration: Every 4 weeks, except when there
is an in-person clinic visit, the investigator or an appointed qualified study staff will have
a telephone conversation with the participant and study partner to elicit, in a non-leading
way, information on medication errors, adverse events, and changes to concomitant
medications that may have occurred in the home setting. Therefore, there will be
contact between the study staff and the participant/study partner at least every 4 weeks.
The study staff is encouraged to have more frequent calls with a particular
participant/study partner if considered appropriate by the investigator. Following the first
2 years of study treatment, the frequency of this telephone surveillance may be reduced
to occur at least once, at midtime, between the 6-month in-person clinic visits.

However, for participants who enter the post-progression dose escalation period, there
will be contact between the study staff and the participant/study partner at least every
4 weeks for 2 years after entering the post-progression dose escalation period (Table 3
and Table 6). Following this 2-year period, the frequency of this telephone surveillance
can be reduced again as outlined above. In addition, the participant and study partner
must be instructed to contact the investigator and seek approval for continued study
drug dosing in the home setting in case of onset of any new symptoms or symptom
worsening, new or changed concomitant medications, or medication errors.

In addition, after administration of a PET ligand, but prior to initiation of study drug, the
following adverse events should be reported:

e All adverse events (serious or non-serious) believed to be related to a PET ligand

e All serious adverse events occurring within 48 hours of PET ligand administration
regardless of relatedness to the PET ligand

For reporting of serious adverse events, the above-outlined principles apply.

For non-serious PET ligand-related adverse events, a PET ligand-specific non-serious
adverse event reporting paper form should be completed and submitted to the Sponsor
or its designee, either by faxing or by scanning and e-mailing the form using the fax
number or e-mail address provided to investigators.
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8.3.2 Method of Detecting Adverse Events and Serious Adverse
Events

The method of recording, evaluating, and assessing causality of adverse events and
serious adverse events and the procedures for completing and transmitting serious
adverse event reports are provided in Appendix 2.

Care will be taken not to introduce bias when detecting adverse events and/or serious
adverse events. Open-ended and non-leading verbal questioning of the participant is
the preferred method to inquire about adverse event occurrences.

8.3.3 Follow-Up of Adverse Events and Serious Adverse Events

After the initial adverse event or serious adverse event report, the investigator is
required to proactively follow each participant at subsequent visits or contacts.

All adverse events will be followed until the event has resolved to baseline grade or
better, the event is assessed as stable by the investigator, the participant is lost to
follow-up (as defined in Section 7.3), or the participant withdraws consent.

Further information on follow-up procedures is provided in Appendix 2.

8.3.4 Requlatory Reporting Requirements for Serious Adverse
Events

Prompt notification (i.e., within 24 hours of awareness) by the investigator to the Sponsor
of a serious adverse event is essential so that legal obligations and ethical
responsibilities towards the safety of participants and the safety of a study treatment
under clinical investigation are met.

The Sponsor has a legal responsibility to notify both the local regulatory authority and
other regulatory authorities about the safety of a study treatment under clinical
investigation. The Sponsor will comply with country-specific regulatory requirements
relating to safety reporting to the regulatory authority, IRB/EC, and investigators.

For all studies except those utilizing medical devices, investigator safety reports must be
prepared for suspected unexpected serious adverse reactions according to local
regulatory requirements and Sponsor policy and forwarded to investigators as
necessary.
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To determine reporting requirements for serious adverse event cases, the Sponsor will
assess the expectedness of these events through use of the reference safety
information in the document listed below:

Drug Document
Gantenerumab Gantenerumab Investigator's Brochure
['8F]-Florbetaben ['8F]-Florbetaben Investigator’'s Brochure
(Neuraceq™)

['8F]-Flutemetamol ['8F]-Flutemetamol Investigator’'s Brochure
(Vizamyl™)
['8F]-MK-6240 ['8F]-MK-6240 Investigator's Brochure

The Sponsor will compare the severity of each event and the cumulative event
frequency reported for the study with the severity and frequency reported in the
applicable reference document.

Reporting requirements will also be based on the investigator's assessment of causality
and seriousness, with allowance for upgrading by the Sponsor as needed.

An investigator who receives an investigator safety report describing a serious adverse
event or other specific safety information (e.g., summary or listing of serious adverse
events) from the Sponsor will review and then file it along with the

Investigator’s Brochure and will notify the IRB/EC, if appropriate according to local
requirements.

8.3.5 Pregnancy

Female participants of childbearing potential will be instructed through the ICF to
immediately inform the investigator if they become pregnant during the study or within
17 weeks after the final dose of gantenerumab.

If a pregnancy is reported, the investigator should inform the Sponsor within 24 hours of
learning of the pregnancy and should follow the procedures outlined in Appendix 4.

All pregnancies reported during the study should be followed until pregnancy outcome,
with follow-up information on the infant collected according to procedures outlined in
Appendix 4. The Sponsor or a designee may follow-up by telephone, fax, e-mail, and/or
a monitoring visit to obtain additional case details and outcome information

(e.g., from hospital discharge summaries, consultant reports, autopsy reports) in order to
perform an independent medical assessment of the reported case.

Abnormal pregnancy outcomes (e.g., spontaneous abortion, fetal death, stillbirth,
congenital anomalies, ectopic pregnancy) are considered serious adverse events.
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8.3.6 Death Events
Information on reporting deaths is provided in Appendix 2.

8.3.7 Anticipated Events Not Qualifying for Expedited Reporting

Events not qualifying for expedited reporting will not be defined for this study.

8.3.8 Adverse Events of Special Interest and Selected Adverse
Events
8.3.8.1 Adverse Events of Special Interest

Adverse events of special interest are required to be reported by the investigator to the
Sponsor immediately (i.e., no more than 24 hours after the investigator becomes aware
of the event; see Section A2-5 for reporting instructions). Adverse events of special
interest for this study are as follows:

e Cases of potential drug-induced liver injury that include an elevated ALT or AST in
combination with either an elevated bilirubin or clinical jaundice, as defined by
Hy's Law (see Section A2-7.8)

e Suspected transmission of an infectious agent by a study treatment, as defined
below:

Any organism, virus, or infectious particle (e.g., prion protein transmitting
transmissible spongiform encephalopathy), pathogenic or non-pathogenic, is
considered an infectious agent. A transmission of an infectious agent may be
suspected from clinical symptoms or laboratory findings that indicate an infection
in a participant exposed to a medicinal product. This term applies only when a
contamination of the study treatment is suspected.

Descriptions of risks and management of the above-listed adverse events are provided
in Appendix 2.

8.3.8.2 Selected Adverse Events

Data on associated symptoms and safety MRI scans will be collected for the following
selected adverse events:

o ARIA-E: ARIAs suggestive of vasogenic edema and sulcal effusions

¢ ARIA-H: ARIAs suggestive of micronemorrhages and/or hemosiderin deposits
Please see Section A2—7.1 for further details on how to report ARIA events.

8.3.9 Reporting Requirements for Medical Device Complaints

In this study, the vial adapter may be provided to the participant or study partner
(non-professional caregiver) in countries where it has been approved to aid study

drug administration in the home setting is considered a medical device. The investigator
must report all medical device complaints and any associated adverse events to the
Sponsor, as described in Appendix 5.
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8.3.10 Medical Monitors and Emergency Medical Contacts

Contact Information for All Sites

Medical Monitor/Emergency Medical Contact: _ MD
Mobile Telephone No.: _

I /0 (Secondry)

To ensure the safety of study participants, an Emergency Medical Call Center will be
available 24 hours per day, 7 days per week, in case the above-listed contacts cannot
be reached. The Emergency Medical Call Center will connect the investigator with an
Emergency Medical Contact, provide medical translation service if necessary, and track
all calls. Contact information, including toll-free numbers for the Emergency Medical Call
Center, will be distributed to investigators.

Medical Monitor/Emergency Medical Contact:

Mobile Telephone No.:

8.4 PHARMACOKINETICS

Blood samples will be collected for measurement of plasma concentrations of
gantenerumab as specified in the schedule of activities (see Section 1.3).

Samples may be collected at additional timepoints during the study if warranted and
agreed upon between the investigator and the Sponsor. The timing of sampling may be
altered during the course of the study on the basis of newly available data (e.g., to obtain
data closer to the time of peak plasma concentrations) to ensure appropriate monitoring.

An additional plasma PK sample will be obtained as soon as is feasible

(e.g., at an unscheduled visit or the next study visit following a MRI scan showing new
occurrence or worsening of ARIA-E or ARIA-H that meets the discontinuation criteria
(e.g., during an unscheduled visit).

Instructions for the collection and handling of biological samples will be provided by the
Sponsor. The actual date and time (24-hour clock time) of each sample will be
recorded. Accurate recording of the date and time of study drug administration and
PK sampling is critical.

Samples will be used to evaluate the pharmacokinetics of gantenerumab.

Samples collected for analyses of gantenerumab plasma concentration may also be
used to evaluate safety or efficacy aspects related to concerns arising during or after the
study. Gantenerumab concentrations will be also measured in CSF in a subset of
participants (see Section 8.11.4).

Genetic analyses will not be performed on these plasma samples.

Participant confidentiality will be maintained.
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Pharmacokinetic samples will be destroyed no later than 5 years after the final
Clinical Study Report has been completed to allow for assay development and validation
(if needed).

Information on unblinding of personnel responsible for performing PK assays is provided
in Section 6.3.

8.5 PHARMACODYNAMICS

The following pharmacodynamics biomarker samples will be collected, as applicable,
from participants at all sites. For information on the optional pharmacodynamics
biomarker assessments (i.e., blood-based biomarker prescreening, longitudinal amyloid
and tau PET scans and longitudinal CSF sampling) please see Section 8.11.

8.5.1 Plasma Biomarker Samples

Plasma samples for the assessment of biomarkers, including but not limited to, AB 1.4,
AB1-40, NfL, and pTau, will be collected as specified in the schedule of activities

(see Section 1.3), to provide evidence of gantenerumab activity (i.e., pharmacodynamic
biomarkers, safety biomarkers) and further the understanding of AD biology based on
change from baseline to the end of the study in longitudinal biomarker samples.

These samples will also be used for exploratory research on biomarkers and biomarker
assay development.

An additional plasma biomarker sample for the assessment of exploratory biomarkers
will be obtained as soon as practical (e.g., at an unscheduled visit or the next study visit)
following each MRI scan showing ARIA-E until, and including, ARIA-E resolution

(i.e., new, worsened, stable, improved, resolved ARIA-E) or ARIA-H that meets the
discontinuation criteria.

8.5.2 Clinical Genotyping Sample

During screening, whole blood samples for DNA extraction will be collected from all
participants for evaluation of their APOE genotype for risk assessment and stratification
purposes.

Eligible participants will be informed about their APOE ¢4 genotype at the end of the
screening period, unless they opt out. For more details regarding the return of APOE
genotyping results, please see Section 4.1.1.

8.5.3 CSF Sample (only for Participants who are Enrolled by CSF
Amyloid Assessment)

Cerebrospinal fluid will be obtained from participants who choose to provide CSF
samples during screening (CSF-enrolled participants) for confirmation of A and tau
levels for eligibility purposes.
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Cerebrospinal fluid will be collected via LP by an individual who meets all local
requirements and is proficient in the procedure. Cerebrospinal fluid sampling and
post-LP care will be performed in accordance with local practice. All CSF sampling
should be performed in the morning (between 8:00 a.m. and noon) to minimize potential
diurnal variability of CSF biomarkers.

Approximately 12 mL of CSF will be collected at screening. The sample will be divided
into aliquots onsite and used for the following:

o Biomarker analysis, including, but not limited to: AB1.42, AB1-40, tTau, pTau, and NfL

¢ Measurement of gantenerumab levels in the CSF

e Samples may also be used to support the development of biomarker assays for
diagnostic use

8.5.4 Brain Magnetic Resonance Imaging

Magnetic resonance imaging should be performed with use of 1.5-T or 3.0-T scanners.
Whenever possible, the same scanner should be used for an individual participant for
the entire duration of the study. Magnetic resonance imaging will be conducted at
screening to (1) determine whether the exclusion criteria are met (e.g., number of
microhemorrhages or presence of mass lesions), (2) serve as a baseline measure of
(regional) brain volumes and (3) serve as baseline information for the PET assessments
(where applicable). In addition, structural MRI (to assess whole-brain and regional brain
atrophy), and optional imaging, including functional resting-state MRI (rs-fMRI), dMRI,
and ASL-MRI, will be performed at multiple timepoints to determine potential treatment
effects on MRI outcome measures (for the schedule of activities, see Section 1.3).

Magnetic resonance imaging will also be used during the entire study to monitor safety
(e.g., occurrence of ARIA-E or ARIA-H). Additional unscheduled MRI scans may be
performed to better understand relevant CNS adverse events (such as increased
confusion) occurring in the context of ARIA or to follow-up a sign that emerges at a
scheduled scan. Contrast agent may be used in such a case of follow-up MRI scans if
clinically indicated and administration of contrast agent is considered safe for the
participant according to local standards. If a contrast agent is used, the participant’s
renal function must be checked according to the local standards to ensure that contrast
administration is safe.

Magnetic resonance imaging should be performed before or at least 3 days after CSF
sampling (i.e., LP), unless and earlier MRI scan is clinically warranted.

Magnetic resonance imaging scans may include all or some of the following sequences:
Core Sequences:

o 3D Ti—weighted

o T2*~weighted
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e T2—weighted
e To—FLAIR
o DWI

Optional Sequences (subset of sites/subjects depends on the scanner
specification):

o BOLD rs-fMRI and related fieldmap: optional and if available (to assess
resting-state functional connectivity at investigative sites having the required
software and sequences)

e dMRI and related fieldmap: optional and if available (to assess fiber tract integrity)

o ASL-MRI and related fieldmap: optional and if available (to assess CBF)

All sequences (except rs-fMRI, dMRI and ASL-MRI) will be used to assess MRI safety
and inclusion/exclusion criteria. Additional sequences may be obtained if clinically
warranted.

Magnetic resonance imaging scans will be reviewed by a central MRI core laboratory,
which will perform both, the clinical reads and assessment of MRI outcome measures.
Magnetic resonance imaging scans should preferably be transferred to the central

MRI core laboratory electronically. Magnetic resonance imaging results must be made
available to investigators before dosing can proceed (see Section 8.2.7 for additional
details on MRI safety management).

Magnetic resonance imaging facility qualification and scan quality control will be
performed by the central MRI core laboratory.

Additional MR instructions regarding the specific imaging sequences, acquisition times,
procedures for MRI scan acquisition and transmittal to the central reading facility can be
found in the MRI Manual and Imaging Review Charter.

8.6 GENETICS

See Section 8.5.2 for information on clinical genotyping.

8.7 BIOMARKER ASSESSMENTS

See Section 8.5 for more information on plasma biomarker, clinical genotyping, and CSF
assessments.

The following biomarker samples will be collected, as applicable, from participants at all
sites:

e Clinical Genotyping Samples
e CSF Sample — only for participants who are enrolled by CSF amyloid assessment
¢ Plasma Biomarker Samples
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Biomarker samples collected at participating sites and biomarker samples
requiring separate consent are described in Section 8.11.

Plasma biomarker samples and CSF samples collected at screening, including those
collected from individuals who do not enroll in the study, may be used for exploratory
research and/or development of disease-related tests or tools.

Biomarker samples will be collected according to the schedule of assessment outlined in
Section 1.3. Biomarker samples will be sent to one or several central laboratories or to
the Sponsor or a designee. Instructions for the collection and handling of biomarker
samples, including sampling procedures, storage conditions, and shipment instructions,
are provided in the laboratory manual.

Unless the participant gives specific consent for his or her leftover samples to be stored
for optional exploratory research (see Section 8.11.5) biomarker samples will be
destroyed no later than 5 years after the final Clinical Study Report has been completed.

Given the complexity and exploratory nature of exploratory biomarker analyses, data
derived from these analyses will generally not be provided to study investigators or
participants unless required by law. The aggregate results of any conducted research
will be available in accordance with the effective Sponsor policy on study data
publication. Results of biomarker analyses may be reported outside of the CSR.

8.8 IMMUNOGENICITY ASSESSMENTS

Antibodies to gantenerumab will be evaluated in plasma samples collected from all
participants according to the schedule of activities (see Section 1.3).

Additionally, plasma samples should also be collected at the final visit from participants
who discontinued study treatment or were withdrawn from the study. These samples will
be tested by the Sponsor or Sponsor's designee.

Plasma samples will be screened for antibodies binding to gantenerumab and the titer of
confirmed positive samples will be reported.

All samples collected for detection of antibodies to study treatment will also be evaluated
for gantenerumab plasma concentration to enable interpretation of the antibody data.
Samples may be stored for a maximum of 5 years (or according to local regulations)
after the final Clinical Study report has been completed at a facility selected by the
Sponsor to enable further analysis of immune responses to gantenerumab.

Remaining volumes from these samples may also be used for further characterization of
potential immune responses and for any gantenerumab-related exploratory analyses or
assay development/validation experiments.
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8.9 HEALTH STATUS UTILITY

For all participants throughout the study, the investigator and study site personnel will
collect data about health care resource utilization associated with medical encounters.

The data collected will include the reasons and duration of hospitalizations and
emergency room visits and exclude procedures, tests, and encounters mandated by the
protocol.

The Sponsor may use the collected data to conduct economic analyses.

Exploratory analyses with use of the EQ-5D-5L health states will be defined for each
participant at each measurement timepoint according to EuroQol instructions. For more
details on the EQ-5D-5L health status evaluation please see Section 8.10.2.9.

The health states will then be converted into a single index value. The index values,
presented in country-specific value sets, are a major feature of the EQ-5D instrument,
facilitating the calculation of quality-adjusted life-years that are used to inform economic
evaluations of healthcare interventions. Note that these exploratory analyses will not be
included in the CSR.

8.10 CLINICAL OUTCOME ASSESSMENTS

Performance outcome (PerfO), clinician-reported outcome (ClinRO),
Participant-reported outcome (PRO), and observer-reported outcome (ObsRO)
measures will be completed to assess the treatment effect of gantenerumab.

In addition, PRO measures will enable the capture of each participant's direct experience
with gantenerumab.

e PerfO data will be collected through use of the following measures:
- RBANS
— PACC-5, including the following 5 subtests:

1. Logical Memory Immediate + Delayed Recall subtest from the
Wechsler Memory Scale (WMS LM [+1I)

2. Free and Cued Selective Reminding Test — Immediate Recall+ Delayed
Recall (FCSRT-IR+DR)

Coding from the Wechsler Adult Intelligence Scale IV (WAIS-IV Coding)
MMSE
Category Fluency Test (CFT) - 3 categories

¢ CIlinRO data will be collected through use of the following measures:
- CDR
— AD-CGI-S scale
- DCF
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o PRO data will be collected through use of the following measures:
—  CFla, participant version
— A-IADL-Q-SV, self-report version
- GDS-30
— AD-PGI-S scale
- EQ-5D-5L
o ObsRO data will be collected through use of the following measures:
—  CFla, study partner version
— A-IADL-Q-SV study partner version
— AD-SPGI-S scale
— EQ-5D-5L Proxy Version 1 (EQ-5D-5L Proxy 1)

8.10.1 Data Collection Methods for Clinical Outcome Assessments

Clinician-reported outcome, PerfO, PRO, and ObsRO measures, translated into the local
language as appropriate, will be completed through use of an electronic device provided
by the Sponsor via the electronic clinical outcome assessment (eCOA) vendor.

No paper PRO, ObsRO, PerfO nor ClinRO back-up option is allowed in this study.

Potential raters will receive training and be approved by the e COA vendor prior to being
allowed to administer any COAs in the study. These trained raters will administer the
measures using the electronic device, which will be distributed to each site.

The electronic device will be pre-programmed to enable the appropriate COAs to be
administered in the recommended order and to capture audio recordings of the
measures where applicable (e.g., PACC-5 and CDR) at each specified timepoint within
the correct time window. According to the endpoint hierarchy, the PACC-5

(primary endpoint) will be prioritized in order to mitigate participant’s fatigue. The data
will be transmitted to a centralized database maintained by the electronic device vendor
and will be subject to an Endpoint Quality Program performed by the eCOA vendor.
Audio eCOA recordings will be used for quality assurance purposes. The data will be
available for access by appropriate study personnel. Two distinct study rater roles at
every site have been created in order to have an independent clinician dedicated to the
ClinROs administration (CDR and AD-CGI-S) as defined in Table 9.

The Principal Investigator or a qualified, clinically experienced designee will complete
the DCF training at the beginning of the study, and will then be responsible to complete
the form at every study visit for each participant at their site. This function should not be
delegated to Rater Role 1 (Cognitive/Functional) or Rater Role 2 (Independent) as
defined in Table 9.
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Table 9 Distinct Study Rater Roles at Sites

Rater Role 1 Rater Role 2
(Cognitive/Functional) Type of eCOA (Independent) Type of eCOA

RBANS PerfO CDR ClinRO
PACC-5 PerfO AD-CGI-S ClinRO

CFla PRO+0ObsRO - -

A-IADL-Q-SV PRO+0ObsRO = =

AD-PGI-S PRO = =

AD-SPGI-S ObsRO = =

EQ-5D-5L PRO+0bsRO = =

GDS-30 PRO - -

AD-CGI-S = Clinician Global Impression of Cognitive Function; AD-PGI-S = Alzheimer's disease
Participant Global Impression of Cognitive Function; AD-SPGI-S = Alzheimer’s disease Study
Partner Global Impression of Cognitive Function; A-IADL-Q-SV = Amsterdam Instrumental
Activities of Daily Living Questionnaire Short Version self-report and study partner version;
CDR = Clinical Dementia Rating; CFla = Cognitive Function Instrument acute — participant
version and study partner version; ClinRO = clinician-reported outcome; eCOA = electronic
clinical outcome assessments; EQ-5D-5L = EuroQol 5-Dimension, 5-Level Questionnaire;
GDS-30 = Geriatric Depression Scale; ObsRO = observer-reported outcome;

PACC-5 = Preclinical Alzheimer's Cognitive Composite-5; PerfO = performance outcome;
PRO = participant-reported outcome; RBANS = Repeatable Battery for the Assessment of
Neuropsychological Status.

As much as is feasible, there should be consistency in the trained rater and study
partner who complete the measures for each participant throughout the duration of the
study. As much as is feasible, the CDR and the AD-CGI-S should be administered to an
individual participant by the same rater throughout the study. The CDR rater cannot
perform scales other than the CDR and the AD-CGI-S for a study participant.

In addition, efficacy raters should not be involved in study drug administration and safety
assessments. Efficacy raters should not receive information about any ARIA findings.

Clinician-reported outcomes and PerfO measures will be completed at the clinic prior to
study drug administration at specified timepoints during the study. The AD-CGI-S and
DCF may also be administered after study drug administration with the exception of the
baseline visit (see schedule of activities in Section 1.3). Clinician-reported outcomes
and PerfO measures will be administered by a rater trained for this study by the vendor.

Participant-reported outcomes and ObsRO measures will be rater-administered at the
clinic, at specified timepoints during the study and prior to the administration of study
treatment with the exception of the AD-SPGI-S (see schedule of activities in

Section 1.3).
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During clinic visits, PRO and ObsRO measures should be administered as outlined
below:

e Participants' health status should not be discussed prior to administration of the
instruments

o Sites must administer the official version of each instrument using the study
electronic device, as provided by the Sponsor. Instruments must not be copied from
the protocol.

e Sites should allow sufficient time for participants and study partners to complete the
instruments

e Sites should administer the instruments in a quiet area with minimal distractions and
disruptions

e Participants and study partners should be instructed to answer questions to the best
of their ability; there are no right or wrong answers

e Site staff should not interpret or explain questions

e Participants and study partners should not obtain advice or help from others
(e.g., family members or friends) when completing the instruments

All cognitive and functional assessments should be performed in the clinic at the visit
timepoints indicated in the schedule of activities (Section 1.3). However, in exceptional
circumstances for post-randomization visits, if the participant, their study partner or the
primary rater cannot perform these assessments as per the schedule of activities, they
may be performed within a 28 days’ time window (i.e., +28 days).

8.10.2 Description of Clinical Outcome Assessment Instruments
8.10.2.1 Preclinical Alzheimer’s Cognitive Compositive-5

The PACC-5 (Papp et al. 2017) is a rater-administered PerfO composite measure to
assess cognitive decline in individuals at risk for or at the earliest stages of AD. It
includes the following five components: the Logical Memory Immediate + Delayed Recall
subtest from the Wechsler Memory Scale (WMS LM | +11), the Free and Cued Selective
Reminding Test Immediate Recall+Delayed Recall (FCSRT-IR+DR), the MMSE, the
Coding from the Wechsler Adult Intelligence Scale—IV (WAIS-IV Coding), and the CFT.
The selected set of tests provide for a thorough assessment of cognitive domains that
are known to likely be affected early in the disease: (1) episodic memory, thereby using
2 different tests for that purpose (a story recall; Logical Memory lla, as well as a list
recall test; FCSRT), (2) attention/speed processing (Coding), and (3) executive function
(MMSE and CFT; Papp et al. 2020). The PACC-5 is computed based on z-scores from
the five components. More details will be given in the Statistical Analysis Plan (SAP).
The components of the PACC-5 are described in more detail as follows.

Mini Mental State Examination
The MMSE is a rater-administered PerfO measure that includes a set of standardized
items to assess a participant’s cognitive impairment across six domains: orientation,
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registration, attention and calculation, short-term recall, language, and constructional
praxis/visuospatial abilities (Folstein et al. 1975; Appendix 6). The total score ranges
from 0-30, with lower scores indicating greater impairment. The MMSE takes
approximately 10—15 minutes to complete.

Free and Cued Selective Reminding Test Inmediate Recall+Delayed Recall
The FCSRT-IR+DR is a PerfO measure of verbal episodic memory with use of
controlled learning and semantic cueing to assess memory impairment associated with
AD (Grober and Buschke 1987; Grober et al. 2018; Appendix 7). The FCSRT-IR+DR
begins with a study phase designed to enhance learning and retrieval, enabling a more
specific measurement of the characteristic memory impairment of AD

(Grober et al. 2010; 2018). The study phase consists of 16 stimulus items from different
semantic categories; these are either pictures or words depending on the version used
(Grober et al. 2009). Words stimuli will be used in this study. Items are presented in
groups of 4 on a card. The participant is given a verbal category cue (e.g., fruit) and the
participant selects and names the item on the card that correspond to the cued category
(e.g., grape). Once all 4 cued items have been identified, immediate verbal cued recall
of the items is tested. This is repeated for the other 3 sets. The study phase is followed
by the test phase which consists of 3 recall trials. In each trial the participant must first
freely recall as many items as possible. For any items not freely recalled, the participant
is tested through cued recall. Free and cued delayed recall is tested after a 30-minute
delay, following the same procedure of free and cued immediate recall. The following
scores can be derived: free recall (the cumulative sum of free recall from the 3 trials;
range: 0-48), total recall (the cumulative sum of free recall + cued recall from the 3 trials,
range: 0-48), and Cueing Index (total recall-free recall)/(48-free recall, range: 0.0-1.0),
delayed free recall (number of words at the delayed free recall, range: 0-16), and the
delayed total recall (sum of delayed free recall + delayed cued recall, range: 0-16).
Higher scores indicate better cognitive performance. The FCSRT-IR+DR takes
approximately 45-50 minutes to be administered.

Logical Memory Immediate Recall+Delayed Recall

The Logical Memory Immediate Recall+Delayed Recall (WMS LM I +11) subtest from the
Wechsler Memory Scale (Wechsler 2008) is an individually administered assessment
that measures verbal episodic memory (Appendix 8). The LM consists of 3 parts:
Logical Memory Immediate Recall (LM 1), Logical Memory Delayed Recall (LM II), and
Logical Memory Delayed Recognition. The participant reads through two passages.
The LM | requires participants to immediately recall as many details from the passages
as they can. The LM Il is the same but is administered after a 20-30 minute delay.

In LM Recognition, the participant is asked 15 yes/no recognition memory questions
about the passages. The number of free recalls and thematic units are recorded for LM |
and Il. A total raw score for the LM | and LM Il is obtained by the sum of the item
scores, ranging from 0-25. The score for LM Recognition is determined by how many
questions were answered correctly ranging from 0-15. Higher scores indicate less
cognitive impairment. The total raw scores can be converted into subtest scaled scores
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with mean of 10 and standard deviation of 3 with use of the conversion table. The LM
takes approximately 30 minutes to complete.

Coding

Coding is a performance-based outcome measure used to assess associative learning,
motor speed, attention and visuoperceptual functions and is a subtest of the

Wechsler Adult Intelligence Scale IV (WAIS-IV; Wechsler 1939; 2008; Jaeger 2018;
Appendix 9). The test requires the participant to match certain symbols to numbers
based on a given key. They must correctly match as many as they can within the time
limit of 120 seconds. The number of correct symbols within the allowed time constitutes
the score, with higher scores indicating better performance. It takes approximately

5 minutes to complete the test.

Category Fluency

Verbal fluency is the ability to generate words under certain stimulus constraints

(e.g., letter, category). The category verbal fluency (e.g., animals) is a PerfO measure
assessing speed and flexibility of verbal thought (Appendix 10). Verbal fluency tests are
sensitive tools for detecting dementia (Pasquier et al. 1995; Lezak et al. 2004) and for
monitoring cognitive decline over time (Clark et al. 2009). They imply to give a category
to the subject (e.g. animals, fruits, vegetables). The principle of the verbal fluency task
is always the same: the participant is given 60 seconds to generate as many words
starting with the given letter (letter/phonemic fluency) or pertaining to the given category
(category/semantic fluency). Total score is determined by how many words are correctly
given and higher scores indicate better cognitive performance.

8.10.2.2 Clinical Dementia Rating Scale

The CDR (Morris 1993) is a ClinRO measure used to stage the severity of AD dementia
based on a semi-structured interview with the participant and a reliable informant

(e.g., caregiver/study partner; Appendix 11). The CDR characterizes the participant’s
level of cognitive and functional impairment across six domains (memory, orientation,
judgment and problem solving, community affairs, home and hobbies, and personal
care) on a 5-point rating scale in which 0 = “None”, 0.5 = “questionable”, 1 = “mild”,

2 =“moderate”, 3 = “severe” (with the exception of personal care, which is rated on a
4-point rating scale and excludes the questionable impairment level).

Two scores can be generated; the CDR-GS and the CDR Sum of Boxes (CDR-SB).
The CDR-GS is calculated based on the Washington University CDR-assignment
algorithm and characterizes a participant’s level of global impairment/stage of dementia
according to the following categories: 0 (normal), 0.5 (very mild dementia),

1 (mild dementia), 2 (moderate dementia), and 3 (severe dementia). The CDR-SB is
calculated by summing the ratings across each of the six domains (total score: 0-18),
with higher scores indicating greater impairment. The CDR-SB score is a detailed
quantitative general index that provides more information than the CDR-GS in
participants with mild dementia (Berg 1988; Morris et al. 2001; O'Bryant et al. 2010).
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Administration of the CDR should be undertaken by a trained clinician and takes
approximately 60 minutes to complete (approximate 20-minute interview with the
participant and approximate 40-minute interview with the study partner).

8.10.2.3 Amsterdam Instrumental Activity of Daily Living Questionnaire
Short Version
The A-IADL-Q-SV (Jutten et al. 2017) is an ObsRO measure designed to assess a
participant’s ability to perform instrumental activities of daily living
(including household/leisure activities, use of household appliances, management of
finances, etc.) in early stages of AD (Appendix 12 [participant] and Appendix 13
[study partner]). The A-IADL-Q-SV includes 30 items rated by the study
partner/caregiver, with each item divided into 2 questions; the initial question asks
whether the activity was performed by the participant during the past 4 weeks
(“Yes”, “No”, “Don’'t know”). If the activity was performed, the second question captures
the level of difficulty experienced while performing the activity on a 5-point Likert scale
(“no difficulty” to “no longer able to perform the activity”). If the activity was not
performed, the second question captures why the activity was not performed
(“never done before”, “no longer able to do so due to physical problems", “no longer able
to do so due to difficulties with memory, planning, or thinking”, or “other”, including a free
text response). If the response option “Don’t know” is selected for the initial question, no
follow-up question is administered and the item is scored as missing. The total score for
the A-IADL-Q-SV is calculated as a weighted average or with use of item response
theory methods, with higher scores indicating better functioning. The A-IADL-Q-SV
takes approximately 15 minutes to complete. The self-report (PRO) version of the
A-IADL-Q-SV will also be used in this study and will be completed by the study
participant.

8.10.2.4 Cognitive Function Instrument acute

The CFla (Walsh et al. 2006; Amariglio et al. 2015; Li et al. 2017), is an outcome
measure developed to assess memory-related cognitive and functional decline in
non-demented elderly individuals (Appendix 14 [participant] and Appendix 15

[study partner). The CFla is a modified version of the original CFI (Walsh et al. 2006),
and differs in terms of recall period and item response options. The CFla consists of
14 items, rated on a 5-point Likert scale ranging from “Never” to “Always" and referring
to the participant’s current ability (most recent experience). The CFla takes
approximately 10 minutes to complete. A total sum score is calculated with higher
scores indicating greater cognitive impairment. The participant (PRO) and study partner
(ObsRO) versions of the CFla will be used in this study. The CFla participant version
will be completed by the study participant, while the CFla study partner version will be
completed by the study partner.

8.10.2.5 Geriatric Depression Scale-30

The GDS-30 is a PRO measure, developed by Yesavage et al. (1983; Appendix 16) as a
screening instrument to measure depression in older adults. The GDS includes 30 items
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relating to sad mood, lack of energy, positive mood, agitation, and social withdrawal
(Sheik et al. 1991). Items are rated on a dichotomous scale (“yes”/’no”) with a recall
period “over the past week”. The total score ranges from 0-30, with higher scores
indicating greater depression. A score between 0 and 9 is considered normal, a score
between 10 and 19 indicates mild depression, and a score between 20 and 30 indicates
severe depression. The GDS-30 takes approximately 10 minutes to complete.

8.10.2.6 Clinician Global Impression of Cognitive Function

The AD-CGI-S is a ClinRO global impression of severity measure designed to assess
the impact of cognitive impairment on daily function (Appendix 17). This study-specific
AD-CGI-S was developed in house by the Sponsor for use in clinical trials assessing
those at risk for or at the earliest stages of AD (Guy 1976). The AD-CGI-S consist of a
single item, asking the clinician to rate the severity of their cognitive problems and their
impact on the participant’s ability to perform daily activities at this time (current status).
The item includes six response categories ranging from “no problems” to “severe
cognitive problems and functionally dependent in daily activities inside and outside
home”. The item is scored from 0-5 with higher scores indicating more severe cognitive
and functional problems. This AD-CGI-S takes approximately 5 minutes to complete.

8.10.2.7 Participant Global Impression of Cognitive Function

The AD-PGI-S is a self-reported (PRO) global impression of severity measure designed
to assess the impact of cognitive impairment on daily function (Appendix 18).

This study-specific AD-PGI-S was developed in house by the Sponsor for use in clinical
trials assessing those at risk for or at the earliest stages of AD (FDA 2018b).

The AD-PGI-S consist of a single item, asking the participant to rate the severity of their
cognitive problems and their impact on the participant’s ability to perform daily activities
over the past 7 days (recall period). The item includes six response categories ranging
from “no problems” to “severe thinking problems that mean | rely on someone for daily
activities inside and outside of my home”. The item is scored from 0-5 with higher
scores indicating more severe cognitive and functional problems. This AD-PGI-S takes
approximately 5 minutes to complete.

8.10.2.8 Study Partner Global Impression of Cognitive Function

The AD-SPGI-S is a study partner-reported (ObsRO) global impression of severity
measure designed to assess the impact of cognitive impairment on daily function
(Appendix 19). This study-specific AD-SPGI-S was developed in house by the Sponsor
for use in clinical trials assessing those at risk for or at the earliest stages of AD

(FDA 2018b). The AD-SPGI-S consists of a single item, asking the study partner to rate
the severity of their cognitive problems and their impact on the participant’s ability to
perform daily activities over the past 7 days (recall period). The item includes six
response categories ranging from “no problems” to “severe thinking problems that mean
he/she relies on someone for daily activities inside and outside of his/her home”.

The item is scored from 0-5 with higher scores indicating more severe cognitive and
functional problems. This AD-SPGI-S takes approximately 5 minutes to complete.
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8.10.2.9 EuroQol EQ-5D-5L

The EQ-5D-5L is a widely used measure to assess health status (EuroQol Group 1990;
Appendix 20). There are 2 parts to the EQ-5D-5L which asks the individual to select a
response that best describes their health ‘today’. The first part consists of a 5-item
health state profile used to assess mobility, self-care, usual activities, pain/discomfort,
and anxiety/depression. Items are rated on a 5-point Likert scale ranging from

1 (no problems) to 5 (extreme problems/unable to do). The second part consists of a
visual analogue scale (VAS) that measures health state ranging from 0 (worth health
imaginable) to 100 (best health imaginable). A total index value can be calculated with
use of published weighting (EuroQoL website) typically ranging from 0 (equivalent to
dead; negative values representing worse than dead) to 1 (full health). The EQ-5D-5L
takes approximately 5 minutes to complete and will be used in this study for informing
pharmacoeconomic evaluations. The EQ-5D is a family of instruments to describe and
value health.

The following 2 versions are used in this study:

e EQ-5D-5L interview-administered proxy version 1 (ObsRO): the study partner
(the proxy) is asked to rate the participant’s health-related QoL in his/her
(the proxy’s) opinion (Appendix 21)

e EQ-5D-5L, interview-administered version (PRO): the participant is asked to rate
his or her own health-related QoL

8.10.2.10 Repeatable Battery for the Assessment of Neuropsychological
Status

The RBANS (Randolph 1998) is a rater-administered PerfO measure (Appendix 22).

It is a standardized brief neurocognitive battery that has undergone population-based

norming in North America for individuals aged 12—-89 years. There are twelve subtests

across five domains: immediate memory (list learning and story memory),

visuospatial/constructional (figure copy and line orientation), language (picture naming

and semantic fluency), attention (digit span and coding), delayed memory

(list recall, list recognition, story memory, and figure recall). A total scale index score is

calculated. These index scores are age-based, with a normal mean of 100 and standard

deviation of 15 (which corresponds to one standard deviation) based on the scale

normative data. Lower scores indicate higher cognitive decline. It takes approximately

30 minutes to complete.

8.10.2.11 Diagnostic Classification Form

The DCF (Appendix 23) is a ClinRo that is designed to capture the study participant’s
diagnostic status at each clinic visit within the study by the Principal Investigator

(or designee) at the site. If there is a change in diagnosis from the previous visit

(e.g., change from “cognitively unimpaired” to “MCI due to AD”), supporting information
for the change in diagnosis will need to be captured in the body of the form.
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8.11 ADDITIONAL ASSESSMENTS AND PROCEDURES
REQUIRING SEPARATE CONSENT AT PARTICIPATING SITES

8.11.1 Optional Blood-Based Biomarker Prescreening

Evidence of abnormal cerebral amyloid deposition is expected to be present in
approximately 15%—-30% cognitively unimpaired individuals aged 60-80 years
(Jansen et al. 2015). Therefore, the screen failure rate based on the amyloid inclusion
criterion is expected to be around 85% in Study WN42444.

In order to enable a more efficient and less burdensome screening process, sites, where
approved, and participants will have the opportunity to participate in BBBM
prescreening. For more details on the optional blood-based biomarker prescreening
process please see Section 4.1.1.

Collection and submission of the prescreening blood samples for biomarker testing is
contingent upon the review and approval by each site's IRB or EC and, if applicable, an
appropriate regulatory body. If a site has not been granted approval to use the BBBM
prescreening, this part of the protocol will not be applicable at that site.

Approximately 20 mL (equivalent to 1-1.5 tablespoons) of blood will be collected during
prescreening, processed and sent to a central laboratory to test for biomarkers that may
help to indicate levels of amyloid the participant’s brain and to evaluate the likelihood of
a participant to meet the amyloid-based inclusion criteria for Study WN42444. The blood
samples collected at prescreening, along with the associated information provided

(date of birth, sex, and whether the participant has ever been diagnosed with cognitive
impairment) may also be used for future research related to Alzheimer’s disease,
common pathways among diseases and/or the development of tests or tools that help
with detecting or understanding Alzheimer’s disease, even if the participant is not eligible
for or decides not to take part in Study WN42444, unless the participant specifically asks
for the samples to be destroyed.

Instructions for the collection and handling of biomarker samples, including sampling
procedures, storage conditions, and shipment instructions, are provided in the laboratory
manual.

Unless the participant gives specific consent for his or her leftover samples to be stored
for optional exploratory research (see Section 8.11.5) biomarker samples will be
destroyed no later than 5 years after the final Clinical Study Report has been completed.

Due to the experimental nature of the assay, results for the BBBM prescreening test will
not be returned to participants or sites. To further mask the results of the experimental
BBBM prescreening test, approximately 10% of participants who are identified to be less
likely to meet the amyloid-based inclusion criteria for Study WN42444, will also be
invited to continue with the main study screening procedures.
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See Section 8.7 for information on availability of data from biomarker analyses.

8.11.2 Optional Longitudinal Amyloid PET Imaging (Only for
Participants Who Enrolled via Amyloid PET at Screening)
8.11.21 Participants
Participants will be eligible for this assessment if they are eligible for the main study and
have had an amyloid PET scan assessment at screening with use of ['®F]-Florbetaben
(['®F]-Flutemetamol is permitted in Japan only) during screening. Participation in both
the optional amyloid and tau PET longitudinal assessments is encouraged but subject to
local radiation limits.

Participants that enrolled in the study by providing an off-protocol PET scan are not
eligible for the optional longitudinal amyloid PET assessments.

The planned number of participants for the longitudinal amyloid PET assessment is
approximately 400 participants.

8.11.2.2 Design

For the longitudinal amyloid PET assessments, only florbetaben will be used in all
countries except Japan, where use of ['®F]-Flutemetamol will also be permitted at sites
without access to ['®F]-Florbetaben. Participants who will be assessed with
['®F]-Flutemetamol will not be accounted for in the 400-participant target sample size.
Moreover, the same PET tracer (['®F]-Florbetaben or ['®F]-Flutemetamol) has to be used
for the same participant throughout all longitudinal amyloid PET assessments.

Each participant will receive up to 5 injections of amyloid radioligands
(including 1 injection at screening) and will undergo an amyloid PET scan after each
injection. Participants will undergo an amyloid PET scan (see Section 1.3).

A minimum of 10 half-lives is required between the 2 tracer injections (i.e., a minimum of
18 hours must elapse between injections) for those who are participating in both,
longitudinal amyloid PET and tau PET assessments. Therefore, it is not possible to
perform the amyloid and tau PET scans on the same day.

8.11.2.3 Preparation and Administration of the Radioligand

8.11.2.3.1 ['®F]-Florbetaben Injection and Administration

The recommended dose of florbetaben is 300 MBq (8.1 mCi, effective radiation dose
5.8 mSv), with a maximum 30 ug mass dose, administered to participants as a single
slow IV bolus within 40 seconds in a total volume of up to 10 mL. Injection into a large
vein is recommended, followed by a flush with approximately 10 mL of 0.9% sterile
sodium chloride. In countries where ['®F]-Florbetaben PET radioligand is approved for
marketing, see the approved local product information for more information. In countries
where the ['®F]-Florbetaben PET radioligand is not approved for marketing, the
['®F]-Florbetaben Investigator's Brochure will be provided.
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8.11.2.3.2 Flutemetamol Injection and Administration

The recommended dose of ['®F]-Flutemetamol is 185 MBq (5.0 mCi, effective radiation
dose 5.9 mSv), with a maximum of 20 ug mass dose, administered to participants as a
single slow IV bolus at 6 seconds/mL in a total volume of up to 10 mL. Injection into a
large vein is recommended, followed by a flush with approximately 5-15 mL of

0.9% sterile sodium chloride. In countries where ['®F]-Flutemetamol PET radioligand is
approved for marketing, for more information see the approved local product information.
In countries where the ['®F]-Flutemetamol PET radioligand is not approved for
marketing, the Investigator’s Brochure will be provided.

['®F]-Florbetaben or ['®F]-Flutemetamol will be provided in accordance with approved
national and/or local standards. For additional information on amyloid radioligands, refer
to their respective Investigator Brochures and to the Technical Operations Manual.

8.11.2.4 Amyloid PET-Specific Assessments

Detailed procedures for participant preparations and amyloid PET data collection are
specified in the amyloid PET Technical Operations Manual. Key aspects of the amyloid
PET examination include:

e The PET scan should not be performed if the participant has an ongoing ARIA-E

e For women of childbearing potential (including those who have had a tubal ligation),
a urine pregnancy test will be conducted within 24 hours before the PET scan

The result must be negative for the participant to receive the amyloid tracer.

e At selected sites that can support dynamic imaging and imaging starting at the time
of tracer injection, an early-frame PET scan of up to 60 minutes in length will be
acquired as soon as the injection is completed to allow assessment of cerebral
perfusion. The initial scan will be followed by another 20-minute scan (as described
below) with a short break in between.

e A 20-minute amyloid brain PET scan will be acquired after an uptake period
targeting 90 minutes for florbetaben and flutemetamol

o Further acquisition details, including allowable deviation from target uptake time,
participant preparation, required computed tomography (CT), transmission or MRI
scans used for attenuation correction are described in the PET Technical
Operations Manual

8.11.2.5 Imaging Processing and Analysis

The Sponsor in conjunction with the imaging Contract Research Organization (CRO) will
prepare and distribute a detailed scanning manual for image acquisition and
reconstruction procedures and parameters for each center prior to the start of the study.
All imaging data will be transferred to the imaging CRO for quality control, qualitative
image assessment, and quantitative image analysis as documented in the amyloid PET
Technical Operations Manual.

Gantenerumab—F. Hoffmann-La Roche Ltd
119/Protocol WN42444, VVersion 2



8.11.3 Tau PET Imaging

8.11.3.1 Participants

Participants will be eligible for optional longitudinal tau PET assessments if they are
eligible for the main study. The planned number of participants for the optional
longitudinal tau PET is 600 participants. Participation in both the amyloid and tau PET
longitudinal assessments is encouraged but subject to local radiation limits.

8.11.3.2 Design

Each participant will receive up to 5 injections of ['®F]-MK-6240 in this optional
longitudinal PET assessment and will undergo a PET scan after each injection.
Participants will undergo an ['®F]-MK-6240 PET scan (see Section 1.3).

Enrollment in the longitudinal tau PET assessment does not preclude enrollment in other
longitudinal assessments. Given that participants enrolled in this study may also
participate in the longitudinal amyloid PET assessment, a minimum of 10 half-lives is
required between 2 tracer injections (i.e., 18 hours must elapse between injections) for
those who are participating in both longitudinal amyloid and tau PET assessment.
Therefore, it is not possible to perform the amyloid and tau PET scans on the same day.

8.11.3.3 Preparation and Administration of [18F]-MK-6240
According to E.U. guidance, ['®F]-MK-6240 as used in the context of this study is
considered a non-IMP in the E.U. In some regions, according to local regulations,
['®F]-MK-6240 may be considered an IMP.

['8F]-MK-6240 Injection and Administration

The recommended dose of ['®F]-MK-6240 is 185 MBq (5 mCi, effective radiation dose
5.4 mSv), with a maximum 20 ug dose, administered to participants as a single IV bolus.
Injection into a large vein is recommended, followed by a flush with approximately 10 mL
of sterile saline flush.

The ['®F]-MK-6240 injection will be provided in accordance with approved national
and/or local standards. For additional information, refer to the respective Investigator
Brochures and to the Technical Operations Manual.

8.11.34 Tau PET-Specific Assessments

Detailed procedures for participant preparations and ['®F]-MK-6240 tau PET data
collection are specified in the Tau PET Technical Operations Manual. Key aspects of
the tau PET examination include:

e The PET scan should not be performed if the participant has an ongoing ARIA-E
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e For women of childbearing potential (including those who have had a tubal ligation),
a urine pregnancy test will be conducted within 24 hours before the PET scan

The result must be negative for the participant to receive the amyloid tracer.

e A 20-minute tau brain PET scan will be acquired after an uptake period targeting
90 minutes

e Further acquisition details, including allowable deviation from target uptake time,
participant preparation, required CT, transmission or MRI scans used for attenuation
correction are described in the PET Technical Operations Manual

8.11.3.5 Imaging Processing and Analysis

The Sponsor in conjunction with the imaging CRO will prepare and distribute a detailed
scanning manual for image acquisition and reconstruction procedures and parameters
for each center prior to the start of the study. All imaging data will be transferred to the
imaging CRO for quality control, qualitative image assessment, and quantitative image
analysis as documented in the Tau PET Technical Operations Manual.

8.11.4 Optional Longitudinal Cerebrospinal Fluid Sampling (Only for
Participants Enrolled via CSF at Screening)

Participants who provide a CSF sample during screening (i.e., CSF-enrolled
participants) can participate in optional longitudinal CSF sampling for monitoring A and
tau levels, PK measurements as well as other CSF biomarkers.

Each participant will undergo a total of up to 4 CSF sample collections (see Section 1.3).
The planned number of participants for the optional longitudinal CSF sampling is
approximately 400 participants.

Cerebrospinal fluid will be collected via LP by an individual who meets all local
requirements and is proficient in the procedure. Cerebrospinal fluid sampling and
post-LP care will be performed in accordance with local practice. All CSF sampling
should be performed in the morning (between 8:00 a.m. and noon) to minimize potential
diurnal variability of CSF biomarkers.

Approximately 12 mL of CSF will be collected at each timepoint. The sample will be
divided into aliquots onsite and used for the following:

o Biomarker analysis, including, but not limited to: AB1.42, AB1-40, tTau, pTau, and NfL
e Measurement of gantenerumab levels in the CSF

e Samples may also be used to support the development of biomarker assays for
diagnostic use

Cerebrospinal fluid samples will be sent to one or several central laboratories or to the
Sponsor or a designee. Instructions for the collection and handling of biomarker
samples, including sampling procedures, storage conditions, and shipment instructions,
are provided in the laboratory manual.
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Cerebrospinal fluid samples, including those collected from individuals who do not enroll
in the study, may be used for future research and/or development of disease-related
tests or tools.

Unless the participant gives specific consent for his or her leftover samples to be stored
for optional exploratory research (see Section 8.11.5), biomarker samples will be
destroyed no later than 5 years after the final Clinical Study Report has been completed.

Given the complexity and exploratory nature of exploratory biomarker analyses, data
derived from these analyses will generally not be provided to study investigators or
participants unless required by law. The aggregate results of any conducted research
will be available in accordance with the effective Sponsor policy on study data
publication.

8.11.5 Overview of the Research Biosample Repository and External
Research Entities

The Research Biosample Repository (RBR) is a centrally administered group of facilities
managed by Roche and used for the long-term storage of human biological specimens,
including body fluids, solid tissues, and derivatives thereof (e.g., DNA, RNA, proteins,
peptides). The collection, storage, and analysis of RBR samples will facilitate the
rational design of new pharmaceutical agents and the development of diagnostic tests,
which may allow for individualized drug therapy for patients in the future.

Samples for the RBR will be collected from participants who give specific consent to
participate in this optional research. Roche is planning to also collaborate with external
research entities (e.g., the National Centralized Repository for Alzheimer’s Disease and
Related Dementias [NCRAD] and the Alzheimer’s Therapeutic Research Institute
[ATRI]). Some of the RBR samples will be shared with these external research entities
that will store and use them for the same type of research activities.

Alongside samples, the information collected from the participants during the trial may
also be shared with the external research entities, but only after personal information
that can identify the participant has been removed. Participants of the optional BBBM
prescreening may give a separate consent to participate in this optional long-term
storage, regardless of whether they enroll in Study WN42444 or not.

The RBR samples will be analyzed to achieve one or more of the following objectives:
e To study the association of biomarkers with efficacy or disease progression

e To identify safety biomarkers that are associated with susceptibility to developing
adverse events or can lead to improved adverse event monitoring or investigation

¢ To increase knowledge and understanding of disease biology and drug safety
e To study drug response, including drug effects and the processes of drug absorption
and disposition
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e To develop biomarker or diagnostic assays and establish the performance
characteristics of these assays

8.11.5.1 Approval by the Institutional Review Board or Ethics
Committee

Collection, storage, and analysis of RBR samples is contingent upon the review and

approval of the exploratory research and the RBR portion of the ICF by each site's

IRB/EC and, if applicable, an appropriate regulatory body. If a site has not been granted

approval for RBR sampling, this section of the protocol (Section 8.11.5) will not be

applicable at that site.

8.11.5.2 Sample Collection

The following samples will be stored in the RBR and external research entities
(e.g., NCRAD, ATRI) and used for research purposes, including, but not limited to,
research on biomarkers related to gantenerumab, diseases, or drug safety:

e Leftover blood from the clinical genotyping sample, BBBM prescreening sample,
plasma biomarker sample, CSF samples and any derivatives thereof
(e.g., DNA, RNA, proteins, peptides)

The above samples may be sent to one or more laboratories for analysis of germline or
somatic variants via whole-genome sequencing, whole-exome sequencing (WES), or
other genomic analysis methods. Genomics is increasingly informing researcher's
understanding of disease pathobiology. Whole-genome sequencing and WES provide a
comprehensive characterization of the genome and exome, respectively, and, along with
clinical data collected in this study, may increase the opportunity for developing new
therapeutic approaches or new methods for monitoring efficacy and safety or predicting
which participants are more likely to respond to a drug or develop adverse events.

Data generated from RBR samples will be analyzed in the context of this study but may
also be explored in aggregate with data from other studies. The availability of a larger
dataset will assist in identification and characterization of important biomarkers and
pathways to support future drug development.

For sampling procedures, storage conditions, and shipment instructions, see the
laboratory manual.

The RBR samples are to be stored until they are no longer needed or until they are
exhausted. However, the storage period will be in accordance with the
IRB/EC—approved ICF and applicable laws (e.g., health authority requirements).

8.11.5.3 Data Protection, Use, and Sharing
The RBR samples, as well as their associated data will be labeled with a unique
participant identification number.
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Participant’s information associated with RBR samples is confidential and may only be
disclosed to third parties as permitted by the ICF (or separate authorization for use and
disclosure of personal health information) signed by the participant, unless permitted or
required by law.

Data generated from RBR samples will be analyzed in aggregate rather than on an
individual participant basis. Thus, there will be no identification and reporting of
incidental findings to investigators or participants. In addition, given the complexity and
exploratory nature of the analyses of RBR samples, data derived from these analyses
will generally not be provided to study investigators or participants unless required by
law, with the exception of data generated from blood samples collected for WGS or WES
as described below.

If permitted by local law, a patient may request access to uninterpreted WGS or WES
data derived from analysis of his or her blood sample. If a participant wishes to access
these data, the investigator must inform the Sponsor, using the following e-mail address:
global.return-genomics-results@roche.com. The Sponsor will provide available data to
the investigator in the form of a raw genomic sequencing data file, but will not provide
any interpretation of the data. The investigator should not include the data file in the
participant’s medical record. Samples may be stored and analyzed in the future, and
some samples may never be analyzed. Thus, data may not be available at the time of
the request or may never be available.

The aggregate results of any conducted research will be available in accordance with
the effective Sponsor policy on study data publication.

Data generated from RBR samples must be available for inspection upon request by
representatives of national and local health authorities, and Sponsor monitors,
representatives, and collaborators, as appropriate.

Any inventions and resulting patents, improvements, and/or know-how originating from
the use of the RBR and external research entities (e.g., NCRAD, ATRI) data will become
and remain the exclusive and unburdened property of the Sponsor or the external
research entities (e.g., NCRAD, ATRI), except where agreed otherwise.

8.11.54 Consent to Participate in the Research Biosample Repository
The ICFs for the main study and the optional prescreening will contain a separate
section that addresses participation in the RBR with the samples collected during
prescreening and the main study screening regardless of whether they enroll in the main
study or not. The investigator or authorized designee will explain to each participant the
objectives, methods, and potential hazards of participation in the RBR. Participants will
be told that they are free to choose not to provide optional RBR samples and may
withdraw their consent at any time and for any reason during the storage period.

A separate, specific signature will be required to document a participant's agreement to
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provide optional RBR samples. Participants who choose not to provide optional RBR
samples will not provide a separate signature. The investigator should document
whether or not the participant has given consent to provide optional RBR samples and
(if applicable) the date of consent, by completing the Sample Informed
Consent/Withdrawal eCRF-.

In the event of an RBR participant's death or loss of competence, the participant's
samples and data will continue to be used as part of the RBR and external research
entities (e.g., NCRAD, ATRI) research.

8.11.5.5 Withdrawal from the Research Biosample Repository
Participants who give consent to provide RBR samples have the right to withdraw their
consent for their prescreening samples and/or their main study samples at any time for
any reason. After withdrawal of consent, any remaining prescreening samples and/or
main study samples will be destroyed. However, if RBR samples have been tested prior
to withdrawal of consent, results from those tests will remain as part of the overall
research data. If a participant wishes to withdraw consent to the testing of his or her
RBR samples during the study, the investigator must inform the Medical Monitor in
writing of the participant's wishes through use of the appropriate RBR Participant
Withdrawal Form and must enter the date of withdrawal on the Sample Informed
Consent/Withdrawal eCRF. If a participant wishes to withdraw consent to the testing of
his or her RBR samples after closure of the site, the investigator must inform the
Sponsor by e-mailing the study number and participant number to the following e-mail
address:

global_rcr-withdrawal@roche.com

A participant's withdrawal from this study does not, by itself, constitute withdrawal of
consent for testing of RBR samples. Likewise, a participant's withdrawal of consent for
testing of RBR samples does not constitute withdrawal from this study.

8.11.5.6 Monitoring and Oversight

The RBR samples will be tracked in a manner consistent with Good Clinical Practice
(GCP) by a quality-controlled, auditable, and appropriately validated laboratory
information management system, to ensure compliance with data confidentiality as well
as adherence to authorized use of samples as specified in this protocol and in the ICF.
Sponsor monitors and auditors will have direct access to appropriate parts of records
relating to an individual's participation in the RBR for the purposes of verifying the data
provided to the Sponsor. The site will permit monitoring, audits, IRB/EC review, and
health authority inspections by providing direct access to source data and documents
related to the RBR samples.
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9. STATISTICAL CONSIDERATIONS

Statistical analysis will follow the estimand framework. More details on the statistical
analyses will be provided in the SAP. In the event of any discrepancy between this
protocol and the SAP, the SAP prevails.

9.1 STATISTICAL HYPOTHESES

The change from baseline to Year 4 in cognition, as measured by the PACC-5 score will
be the primary endpoint as defined in Section 3.

The primary efficacy analysis will compare the change from baseline to Year 4 in the
PACC-5 between the experimental and control arms.

The null and alternative hypotheses for the primary endpoint are as follows:

e Ho (null hypothesis): there is no difference in the change from baseline to Year 4 in
the PACC-5 between the experimental and control arms

o Hy (alternative hypothesis): there is a difference in the change from baseline to
Year 4 in the PACC-5 between the experimental and control arms

9.2 SAMPLE SIZE DETERMINATION

In this study, approximately 1200 participants will be enrolled and randomized in a

1:1 ratio to each study arm. The study is powered to compare the change from baseline
to Year 4 in the PACC-5 between the experimental and control arms. Assuming a 35%
dropout rate at Year 4, two-sided testing at the overall 0.05 level, a control arm
coefficient of variation (CV) of 1.99 for the Year 4 change scores (=standard deviation of
control participant change scores/mean of control participant change scores) and

600 participants per arm, the study will have at least 80% power to detect a true effect of
40% reduction of the mean PACC-5 decline in the control arm.

The assumption for the control arm CV is based on data from a population with similar
inclusion and exclusion criteria in 4 observational cohorts (ADNI, AIBL; Biomarkers for
Identifying Neurodegenerative Disorders Early and Reliably Study [BioFINDER], HABS).

An increase in sample size and/or duration of the study may be considered if factors
external to the study or blinded study data analysis warrant a change to the sample size
assumption. As a result, the sample size may be increased from 1200 up to

1800 participants (900 participants per arm). Further details will be described in the
SAP. The assessment will be performed by the Sponsor at a specified timepoint.

The Sponsor will remain blinded and the sample size will not be reduced on the basis of
this assessment.

The planned number of participants who take part in the optional longitudinal amyloid
PET assessment is approximately 400 participants (200 participants per study arm).
The planned number of participants was selected primarily based on practical feasibility.
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The planned number of participants who take part in the optional longitudinal tau PET
assessment is approximately 600 participants (300 participants per study arm).

The planned number of participants was selected primarily based on practical feasibility.
Subject to operational feasibility, this number may be increased to a maximum of

800 participants (400 participants per study arm).

The planned number of participants who take part in the optional longitudinal CSF
assessment is approximately 400 participants (200 participants per study arm).

The planned number of participants was selected primarily based on practical feasibility
and not based on power calculations.

9.3 ANALYSIS SETS
The analysis sets are defined in Table 10.
Table 10 Analysis Sets and Description

Participant Analysis Set Description

All Randomized All participants randomly assigned to study treatment
Participants

Safety All participants randomly assigned to study treatment and who
receive at least 1 dose of study drug

All analyses will be performed on the all randomized participant population, unless
specified otherwise.

All safety analyses will be performed on the safety population and participants will be
grouped according to the treatment they actually received. For all efficacy analyses,
participants will be grouped according to the treatment assigned at randomization.

9.4 STATISTICAL ANALYSES

The SAP will be finalized prior to the locking and unblinding of the study database, and it
will include a more technical and detailed description of the statistical analyses
described in this section.

In particular, supplementary estimands and details concerning the estimand strategy will
be defined in the SAP, as well as any sensitivity analyses to the estimands of study
endpoints, and any pre-specified subgroup analyses.

The following sections present the planned statistical analyses of the most important
endpoints, including the primary endpoint.
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9.4.1 General Considerations

In addition to the analyses detailed in the following sections, study results will be
presented by study arm (with total when appropriate) and summarized according to the
type of the variables:

e For continuous variables, using descriptive statistics such as the mean, standard
deviation, median, and range, as appropriate, including the number of participants
contributing to these statistics

e For categorical variables, using the frequency and proportion of participants falling
into each category, grouped by study arm (and total). The percentages reported in
these tables will be rounded; therefore, may not always sum to 100%.

The type | error will be controlled at a 2-sided 0.05 level for multiplicity across the
primary and confirmatory secondary endpoints. The confirmatory secondary endpoints,
a subset of the secondary endpoints described in Section 3, will be specified in the SAP.

9.4.2 Primary Endpoint

9.4.2.1 Primary Estimand

The change from baseline to Year 4 in cognition, as measured by the PACC-5 score is
the primary endpoint.

If a participant withdraws from study treatment, the reason for withdrawal will be
classified as either study drug or condition-related (SDCR) or not study drug or
condition-related (NSDCR). More details of this classification will be given in the SAP.

The primary comparison of interest is the difference between the experimental and
control arms in the change from baseline to Year 4 in cognition, as measured by the
PACC-5 score. The primary comparison will be made regardless of whether:

o A participant initiates a symptomatic treatment for AD (e.g., acetylcholinesterase
inhibitors and memantine) after progression to dementia due to AD as determined
by the iCAC

o A participant has a treatment interruption due to ARIA-E or safety reasons
(e.g., short-term anticoagulation)

e A participant withdraws from the study treatment due to a SDCR reason

Further, the primary comparison will be made in the hypothetical scenario that a NSDCR
withdrawal from the study treatment would not have occurred.

Note that the control arm will contain both participants who do not meet the clinical
progression criteria and remain on placebo throughout the duration of the study and
participants who meet the clinical progression criteria and initiate active gantenerumab
at the time of the clinical progression.
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The elements of the primary estimand as per the estimand framework introduced in the
ICH-E9 (R1) addendum (ICH 2019) as well as the intercurrent events and the handling
strategies are defined in Table 11. A full list of intercurrent events will be specified in the
SAP.

Table 11 Primary Estimand and Estimand Framework

Primary Estimand Estimand Framework

Population Participants at risk for or at the earliest stages of AD as defined
by the study inclusion and exclusion criteria

Primary efficacy variable Change from baseline to Year 4 in the PACC-5

Treatment Gantenerumab treatment with a target dose of 255 mg Q1W or
510 mg Q2W versus placebo followed by gantenerumab upon
the diagnosis of MCI or dementia due to AD by the iCAC

Summary measure The difference in variable means between study arms

Intercurrent events e  SDCR withdrawal from study treatment: a treatment policy
strategy will be applied

e NSDCR withdrawal from study treatment: a hypothetical
strategy will be applied

e Treatment interruption due to ARIA-E or safety reasons: a
treatment policy strategy will be applied

e Initiation of symptomatic treatment for AD
(e.g., acetylcholinesterase inhibitors and memantine) after
progression to dementia due to AD as determined by the
iCAC: a treatment policy strategy will be applied

A full list of intercurrent events will be specified in the SAP.

AD =Alzheimer’s disease; ARIA-E =amyloid-related imaging abnormalities—edema/effusion;
iCAC =independent Clinical Adjudication Committee; MCl=mild cognitive impairment;
NSDCR=not study drug or condition-related;; PACC-5=Preclinical Alzheimer’s Cognitive
Composite-5; Q1W =every 1 week; Q2W =every 2 weeks; SAP = Statistical Analysis Plan;
SDCR =study drug or condition-related.

9.4.2.2 Primary Estimator

The difference in mean change from baseline to Year 4 in the PACC-5 will be estimated
with use of a longitudinal data model adjusting for the randomization stratification
factors. Formal statistical testing of the difference between the two arms will be
performed for the Year 4 visit. When applying the treatment policy strategy, all the
available data will be included in the analysis. When applying the hypothetical strategy,
data will be censored at the time of the intercurrent events (i.e., NSDCR withdrawal from
study treatment) and data after the intercurrent events will be imputed. The imputation
rules will be described in the SAP.
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943 Secondary Endpoints

The secondary endpoints are described in Section 3. The confirmatory secondary
endpoints, a subset of the secondary endpoints described in Section 3, will be specified
in the SAP.

A multiple testing procedure will be applied to adjust for multiple statistical testing of the
confirmatory secondary endpoints. The overall type | error rate will thereby be
controlled. Details about the multiple statistical testing procedure will be given in the
SAP.

The remaining secondary endpoints will not be adjusted for multiple testing.

The following continuous secondary efficacy endpoints will be analyzed in the same way
as the primary efficacy endpoint:

e Change from baseline to Year 4 in cognitive functional activities of daily living, as
measured by the CFla and the A-IADL-Q-SV

¢ Change from baseline to Year 4 in cognition and function, as measured by the
CDR-SB

The following time to event secondary efficacy endpoints will be analyzed with use of an
estimand whose elements, as per the estimand framework introduced in the ICH-E9
(R1) addendum (ICH 2019), will be described in the SAP:

¢ Time to onset of confirmed clinical progression, defined as the time from
randomization to the first occurrence of 2 consecutive visits
(approximately 6 months apart) with a CDR-GS>0

¢ Time from randomization to clinical progression to MCI or dementia due to AD
based on the diagnosis of the independent Clinical Adjudication Committee (iCAC)

The comparison of interest is between the experimental and control arms.

The appropriate statistical methods for time to event secondary efficacy endpoints will be
described in the SAP and could include, for example, Cox proportional hazards
regression.

944 Safety Endpoints

Safety will be assessed through descriptive summaries of the endpoints listed in Table 7.
9.4.5 Other Analyses

9.4.5.1 Summaries of Conduct of Study

The number of participants who enroll, discontinue, or complete the study will be
summarized by study arm. Reasons for premature study withdrawal and study
treatment discontinuation will be listed and summarized. Intercurrent events will be
listed and summarized. Enroliment and major protocol deviations will be listed and
evaluated for their potential effects on the interpretation of study results.
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9.4.5.2 Summaries of Demographics and Baseline Characteristics
Demographics and baseline characteristics (including age, sex, race, APOE &4 status)
will be summarized by study arm. The baseline value will be defined as the last
available value recorded prior to the initiation of study treatment. Descriptive statistics
(mean, standard deviation, median, and range) will be presented for continuous
variables and counts and percentages will be presented for categorical variables.

9.4.5.3 Pharmacokinetic Analyses

Plasma concentration data for gantenerumab will be tabulated and summarized.
Descriptive summary statistics will include the arithmetic mean, median, range, standard
deviation, and CV, as appropriate. Because a sparse PK sampling design is being used,
population (nonlinear mixed-effects) modeling will be used to analyze the dose
concentration-time data of gantenerumab. Information from other clinical studies may be
incorporated to establish the PK model. The selection of parameters and the derivation
of individual measures of exposure, such as area under the concentration-time curve
(AUC), Cmax, and trough concentration, will depend on the final PK model used for this
analysis. The results of this modeling analysis may be reported separately in the
Clinical Study Report.

Cerebrospinal fluid concentrations of gantenerumab will be tabulated and summarized
as appropriate.

The influence of background medication on the pharmacokinetics of gantenerumab will
be explored and, if appropriate, concentration-effect relationships may be assessed
post-hoc for PD, efficacy, immunogenicity or safety measures.

Additional PK analyses will be conducted as appropriate and may be reported separately
in the CSR.

9454 Immunogenicity Analyses

The numbers and proportions of ADA-positive participants and ADA-negative
participants at baseline (baseline prevalence) and after drug administration
(post-baseline incidence) will be summarized for participants exposed to gantenerumab.
When determining post-baseline incidence, participants are considered to be
ADA-positive if they are ADA-negative or have missing data at baseline but develop an
ADA response following study drug exposure (treatment-induced ADA response), or if
they are ADA-positive at baseline and the titer of 1 or more post-baseline samples is at
least 4—fold higher in comparison to the titer at the baseline (treatment-enhanced

ADA response). Participants are considered to be ADA-negative if they are
ADA-negative or have missing data at baseline and all post-baseline samples are
negative, or if they are ADA-positive at baseline but do not have any post-baseline
samples with a titer that is at least 4—fold greater than the titer of the baseline sample
(treatment-unaffected ADA response).
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The relationship between ADA status and safety, efficacy, pharmacokinetics, and
biomarker endpoints may be analyzed and reported via descriptive statistics.

9.5 INTERIM ANALYSIS
9.5.1 Optional Interim Analysis

Based on availability of information pertaining to gantenerumab or other compounds with
a similar mode of action that may emerge during the course of this study, the Sponsor
may choose to conduct an interim analysis once participants have completed at least

2 years of treatment.

An independent data coordinating center will be responsible for the interim analysis and
study results will only be reviewed by the iDMC. The Sponsor will remain blinded.
Interactions between the iDMC and Sponsor will be carried out as specified in the

iDMC Charter. Details of the interim analysis, including the decision to conduct the
optional interim analysis, the rationale, timing, and statistical details for the analysis
(such as the data that would be reviewed by the iDMC and futility or efficacy thresholds)
will be documented in the SAP, and the SAP will be submitted to relevant health
authorities as required at least 2 months prior to conducting the interim analysis.

9.6 INDEPENDENT DATA MONITORING COMMITTEE

A formal iDMC will be used for this study. The iDMC will be unblinded and evaluate
participant safety and select efficacy on a regular basis. In addition to the data defined
in the iDMC Charter (e.g., the incidence, severity, and nature of adverse events, serious
adverse events, ARIA-E and ARIA-H, ISRs, adverse events of special interest, and the
MMSE), the iDMC will review all necessary cumulative data at regular intervals during
the study, including further efficacy data when needed.

The frequency of these assessments is specified in the IDMC Charter. At the time of
each review, the iDMC will make appropriate recommendations (e.g., the study should
continue as planned, enrollment in a specific arm should be discontinued, the treatment
regimen should be modified, the protocol should be amended, and enroliment should be
held pending further safety evaluations). The iDMC will also evaluate planned or
unplanned interim analyses for efficacy or futility.

Decisions will be made in consideration of the totality of the available data.

Ad-hoc meetings may be called in addition to scheduled meetings, as necessary, to
provide recommendations on management of any new safety issues.

Specific operational details such as the committee's composition, frequency and timing
of meetings, and members' roles and responsibilities are detailed in the iDMC Charter.

Final decisions will rest with the Sponsor.
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A1-1. REGULATORY AND ETHICAL CONSIDERATIONS

This study will be conducted in accordance with the protocol and with the following:

e Consensus ethical principles derived from international guidelines, including the
Declaration of Helsinki and Council for International Organizations of Medical
Sciences international ethical guidelines

e Applicable International Council for Harmonisation (ICH) Guideline for Good Clinical
Practice (GCP)

e Applicable laws and regulations

The protocol, Informed Consent Form (ICF), Investigator's Brochure, and other relevant
documents (e.g., advertisements) must be submitted to an Institutional Review Board
(IRB) or Ethics Committee (EC) by the investigator and reviewed and approved by the
IRB/EC before the study is initiated.

Any substantial amendments to the protocol will require IRB/EC and health authority
approval (as locally required) before implementation of changes, with the exception of
administrative changes or changes necessary to eliminate an immediate hazard to study
participants.

The investigator will be responsible for the following:

e Providing written summaries of the status of the study to the IRB/EC annually or
more frequently in accordance with the requirements, policies, and procedures
established by the IRB/EC

¢ Notifying the IRB/EC of serious adverse events or other significant safety findings,
as required by IRB/EC procedures

¢ Providing oversight of the conduct of the study at the site and ensuring adherence to
requirements of 21 Code of Federal Regulations (CFR; U.S. sites only),
the ICH Guideline for GCP, the IRB/EC, Regulation (E.U.) No. 536/2014 (E.U. sites
only), and all other applicable local regulations

A1-2. FINANCIAL DISCLOSURE

Investigators will provide the Sponsor with sufficient, accurate financial information in
accordance with local regulations to allow the Sponsor to submit complete and accurate
financial certification or disclosure statements to the appropriate health authorities.
Investigators are responsible for providing information on financial interests during the
study and for 1 year after completion of the study (see definition of end of study in
Section 4.4).
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A1-3. INFORMED CONSENT PROCESS

This section relates to the informed consent process for the optional blood-based
biomarker (BBBM) prescreening and the main study.

Participation in the optional BBBM prescreening requires signing of a separate BBBM
prescreening ICF. The investigator or authorized designee will explain the nature of the
optional BBBM prescreening to the participant and answer all questions regarding the
optional BBBM prescreening.

For participation in the main study, the investigator or authorized designee will explain
the nature of the study to the participant, to the participant’s study partner, and to the
participant’s postdose observer(s) (if applicable). The investigator or authorized
designee will also answer all questions regarding study participation during the informed
consent process for the Main Participant, Study Partner, Postdose Observer, and
Mobile Nursing ICFs.

Participants, the participant’s study partner, and the participant’s postdose observer(s)
must be informed that their participation is voluntary. The participant, the participant’s
study partner, and the participant’s postdose observer(s) will be required to sign a
statement of informed consent that meets the requirements of 21 CFR 50 (U.S. sites
only), the ICH Guideline for GCP, and the IRB/EC.

The medical record must include a statement that written informed consent was obtained
before the participant, the participant’s study partner, and the participant’s post-dose
observer(s) were enrolled in the study and the date the written consent was obtained.
The authorized person obtaining the informed consent must also sign the ICF.

If any of the ICFs are revised (through an amendment or an addendum) to communicate
information that may affect a participant's, participant’s study partner’s, or the
participant’s postdose observer(s)’ willingness to continue in the study, the participant,
the participant’s study partner, or the participant’s postdose observer(s) must re-consent
by signing the most current version of the ICF or the addendum, in accordance with
applicable laws and IRB/EC policy.

A copy of each ICF must be provided to the participant, the participant’s study partner
and the participant’s postdose observer(s). A participant who is rescreened is not
required to sign another ICF if the rescreening occurs within 90 days from the previous
ICF signature date.

The BBBM prescreening ICF and the Main Participant ICF will each contain a separate
section that addresses the use of remaining mandatory samples for optional exploratory
research. The investigator or authorized designee will explain to each participant the
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objectives of the exploratory research. Participants will be told that they are free to
refuse to participate and may withdraw their consent at any time and for any reason
during the storage period. A separate signature will be required to document a
participant's agreement to allow any remaining specimens to be used for exploratory
research. Participants who decline to participate in this optional research will not provide
this separate signature.

A1-4. DATA PROTECTION

Participants will be assigned a unique identifier by the Sponsor. Any participant records
or datasets that are transferred to the Sponsor will contain the identifier only;

the participant's name or any information that would make the participant identifiable will
not be transferred.

Participants must be informed that their personal study-related data will be used by the
Sponsor in accordance with local data protection law. The level of disclosure must also
be explained to participants, who will be required to give consent for their data to be
used as described in the ICF.

Participants must be informed that their medical records may be examined by auditors or
other authorized individuals representing the Sponsor or Sponsor collaborators and
licensees, by appropriate IRB/EC members, and by inspectors from health authorities.

A1-5. ADMINISTRATIVE STRUCTURE

This trial will be sponsored and managed by F. Hoffmann-La Roche Ltd. The Sponsor
will provide clinical operations management, data management, and medical monitoring.

Approximately 200 sites globally will participate to enroll approximately
1200 participants. Enroliment will occur through an interactive voice or Web-based
response system.

Central facilities will be used for certain assessments throughout the study
(e.g., specified laboratory tests, biomarker and pharmacokinetic analyses), as specified
in Section 8 and Appendix 24.

An independent Data Monitoring Committee (iDMC) will be employed to monitor and
evaluate participant safety throughout the study. An Independent Review Facility will
collect, store, and review imaging data.

A1-6. DISSEMINATION OF CLINICAL STUDY DATA

Study data, which may include imaging data and data on genomic variants, may be
submitted to government or other health research databases or shared with researchers,
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government agencies, companies, or other groups that are not participating in this study.
These data may be combined with or linked to other data and used for research
purposes, to advance science and public health, or for analysis, development, and
commercialization of products to treat and diagnose disease. In addition, redacted
Clinical Study Reports and other summary reports will be provided upon request.

For more information, refer to the Roche Global Policy on Sharing of Clinical Study
Information at the following website:

www.roche.com/roche_global_policy_on_sharing_of clinical_study_information.pdf

Given the complexity and exploratory nature of exploratory biomarker analyses, data
derived from these analyses will generally not be provided to study investigators or
participants unless required by law. The aggregate results of any conducted research
will be available in accordance with the effective Roche policy on study data publication.

A1-7. DATA QUALITY ASSURANCE

All participant data relating to the study will be recorded on printed or electronic Case
Report Forms (eCRFs) unless transmitted to the Sponsor or designee electronically
(e.g., laboratory data). The investigator is responsible for verifying that data entries are
accurate and correct by physically or electronically signing the Case Report Form (CRF).

The investigator must maintain accurate documentation (source data) that supports the
information entered in the CRF.

The investigator must permit study-related monitoring, audits, IRB/EC review, and
regulatory agency inspections and provide direct access to source data documents.

Monitoring details describing strategy, including definition of study critical data items and
processes (e.g., risk-based initiatives in operations and quality such as risk management
and mitigation strategies and analytical risk-based monitoring), methods, responsibilities,
and requirements, including handling of non-compliance issues and monitoring
techniques (central, remote, or onsite monitoring), are provided prior to study initiation, in
the various functional monitoring plans (including, but not limited to, Quality Tolerance
Limit Management Plan and Trial Monitoring Plan).

The Sponsor or designee is responsible for the data management of this study, including
quality checking of the data.

The Sponsor assumes accountability for actions delegated to other individuals
(e.g., contract research organizations).

Study monitors will perform ongoing monitoring activities as specified in the
Trial Monitoring Plan to confirm that data entered into the CRF by authorized site
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personnel are accurate, complete, and verifiable from source documents; that the safety
and rights of participants are being protected; and that the study is being conducted in
accordance with the currently approved protocol and any other study agreements, the
ICH Guideline for GCP, and all applicable regulatory requirements.

Records and documents pertaining to the conduct of this study, including signed ICFs,
must be retained by the investigator for 15 years after study completion unless local
regulations or institutional policies require a longer retention period. No records may be
destroyed during the retention period without the written approval of the Sponsor.

No records may be transferred to another location or party without written notification to
the Sponsor.

A1-8. SOURCE DOCUMENTS

Source documents provide evidence for the existence of the participant and substantiate
the integrity of the data collected. Source documents are filed at the investigator’s site.

Data reported on the CRF or entered in the eCRF that are transcribed from source
documents must be consistent with the source documents, or the discrepancies must be
explained. The investigator may need to request previous medical records or transfer
records, depending on the study. Also, current medical records must be available.

Definition of what constitutes source data and its origin can be found in the
Trial Monitoring Plan.

A1-9. STUDY AND SITE CLOSURE

The Sponsor or designee reserves the right to close the study site or terminate the study
at any time for any reason at the sole discretion of the Sponsor. Study sites will be
closed upon study completion. A study site is considered closed when all required
documents and study supplies have been collected and a site closure visit has been
performed.

The investigator may initiate site closure at any time, provided there is reasonable cause
and sufficient notice is given in advance of the intended termination.

Reasons for the early closure of a study site by the Sponsor or investigator may include,
but are not limited to, the following:

o Failure of the investigator to comply with the protocol, the requirements of the
IRB/EC or local health authorities, the Sponsor's procedures, or the ICH Guideline
for GCP

¢ |nadequate recruitment of participants by the investigator
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e Discontinuation of further study treatment development

If the study is prematurely terminated or suspended, the Sponsor shall promptly inform
the investigators, the IRBs/ECs, the health authorities, and any contract research
organizations used for the study of the reason for termination or suspension, as
specified by the applicable regulatory requirements. The investigator shall promptly
inform the participants and should ensure appropriate participant therapy and/or
follow-up.

A1-10. PUBLICATION POLICY

The results of this study may be published or presented at scientific meetings. If this is
foreseen, the investigator agrees to submit all manuscripts or abstracts to the Sponsor
before submission. This allows the Sponsor to protect proprietary information and to
provide comments.

The Sponsor will comply with the requirements for publication of study results.

In accordance with standard editorial and ethical practice, the Sponsor will generally
support publication of results of multicenter studies only in their entirety and not as
individual site data. In this case, a coordinating investigator will be designated by mutual
agreement.

Authorship will be determined by mutual agreement and in line with International
Committee of Medical Journal Editors authorship requirements.

A1-11. PROTOCOL DEVIATIONS

The investigator should document and explain any protocol deviations. The investigator
should promptly report any deviations that might have an impact on participant safety
and data integrity to the Sponsor and to the IRB/EC in accordance with established
IRB/EC policies and procedures. The Sponsor will review all protocol deviations and
assess whether any represent a serious breach of GCP guidelines and require reporting
to health authorities. As per the Sponsor's standard operating procedures, prospective
requests to deviate from the protocol, including requests to waive protocol eligibility
criteria, are not allowed.
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A2-1 DEFINITION OF ADVERSE EVENT

Adverse Event Definition

An adverse event is any untoward medical occurrence in a patient or clinical study
participant temporally associated with the use of a study treatment, whether or not
considered related to the study treatment.

Note: An adverse event can; therefore, be any unfavorable and unintended sign
(including an abnormal laboratory finding), symptom, or disease (new or exacerbated)
temporally associated with the use of study intervention.

Events Meeting the Adverse Event Definition

The following events meet the definition of adverse event:

Any abnormal laboratory test results (hematology, clinical chemistry, or urinalysis) or
other safety assessments (e.g., ECG, radiological scans, vital sign measurements),
including those that worsen from baseline, considered clinically significant in the
medical and scientific judgment of the investigator (i.e., not related to progression of
underlying disease)

Exacerbation of a chronic or intermittent preexisting condition, including either an
increase in frequency and/or intensity of the condition

New condition detected or diagnosed after study treatment administration, even
though it may have been present before the start of the study

Signs, symptoms, or clinical sequelae of a suspected drug- interaction

Signs, symptoms, or clinical sequelae of a suspected overdose of either study
treatment or a concomitant medication

Overdose per se will not be reported as an adverse event or serious adverse
event unless it is an intentional overdose taken with possible suicidal or
self-harming intent. Such overdoses should be reported regardless of sequelae.

"Lack of efficacy" or "failure of expected pharmacological action" per se will not
be reported as an adverse event or serious adverse event. Such instances will
be captured in the efficacy assessments. However, the signs, symptoms, and/or
clinical sequelae resulting from lack of efficacy will be reported as an adverse
event or serious adverse event if they fulfill the definition of an adverse event or
serious adverse event.

Gantenerumab—F. Hoffmann-La Roche Ltd
150/Protocol WN42444, VVersion 2



Appendix 2: Adverse Events: Definitions and Procedures for Recording, Evaluating,
Follow-Up, and Reporting

Events NOT Meeting the Definition of Adverse Event

The following events do not meet the definition of adverse event:

¢ Any clinically significant abnormal laboratory findings or other abnormal safety
assessments that are associated with the underlying disease, unless judged by the
investigator to be more severe than expected for the participant’s condition

e The disease or disorder being studied or expected progression, signs, or symptoms
of the disease or disorder being studied, unless more severe than expected for the
participant’s condition

¢ Medical or surgical procedure (e.g., endoscopy, appendectomy)
The condition that leads to the procedure is the adverse event.

e Situations in which an untoward medical occurrence did not occur (social and/or
convenience admission to a hospital)

e Anticipated day-to-day fluctuations of a preexisting disease or condition present or
detected at the start of the study that do not worsen

A2-2 DEFINITION OF SERIOUS ADVERSE EVENT

If an event is not an adverse event per the definition in Section A2—-1, it cannot be a
serious adverse event even if serious conditions are met (e.g., hospitalization for signs
or symptoms of the disease under study).

A serious adverse event is defined as any untoward medical occurrence that, at any
dose:

e Results in death
e |s life-threatening

The term "life-threatening" in the definition of "serious" refers to an event in which
the participant was at risk of death at the time of the event. It does not refer to an
event that hypothetically might have caused death if it were more severe.

¢ Requires inpatient hospitalization or prolongation of existing hospitalization

In general, hospitalization signifies that the participant has been detained
(usually involving at least an overnight stay) at the hospital or emergency ward
for observation and/or treatment that would not have been appropriate in the
physician’s office or outpatient setting. Complications that occur during
hospitalization are adverse events. If a complication prolongs hospitalization or
fulfills any other seriousness criteria, the event is serious. When in doubt as to
whether "hospitalization" occurred or was necessary, the adverse event should
be considered serious.

Hospitalization for elective treatment of a preexisting condition that did not
worsen from baseline is not considered an adverse event.
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e Results in persistent disability or incapacity

The term "disability" means a substantial disruption of a person’s ability to
conduct normal life functions.

This definition is not intended to include experiences of relatively minor medical
significance such as uncomplicated headache, nausea, vomiting, diarrhea,
influenza, and accidental trauma (e.g., sprained ankle) that may interfere with or
prevent everyday life functions but do not constitute a substantial disruption.

e |s a congenital anomaly or birth defect
e  Other situations:

Medical or scientific judgment should be exercised in deciding whether serious
adverse event reporting is appropriate in other situations such as important
medical events that may not be immediately life-threatening or result in death or
hospitalization but may jeopardize the participant or may require medical or
surgical intervention to prevent one of the other outcomes listed in the above
definition. These events should usually be considered serious.

Examples of such events include invasive or malignant cancers, intensive
treatment in an emergency room or at home for allergic bronchospasm, blood
dyscrasias or convulsions that do not result in hospitalization, or development of
drug dependency or drug abuse.

The terms "severe" and "serious" are not synonymous. Severity refers to the intensity of
an adverse event (according to National Cancer Institute Common Terminology Criteria
for Adverse Events [NCI CTCAE]; see Section A2-3.2); the event itself may be of
relatively minor medical significance (such as severe headache without any further
findings).

Severity and seriousness need to be independently assessed for each adverse event
recorded on the electronic Case Report Form (eCRF).

Serious adverse events are required to be reported by the investigator to the Sponsor
immediately (i.e., no more than 24 hours after the investigator becomes aware of the
event; see Section A2-5 for reporting instructions).

A2-3. RECORDING AND FOLLOW-UP OF ADVERSE EVENTS AND/OR
SERIOUS ADVERSE EVENTS
A2-3.1 ADVERSE EVENT AND SERIOUS ADVERSE EVENT RECORDING

When an adverse event or serious adverse event occurs, it is the responsibility of the
investigator to review all documentation (e.g., hospital progress notes, laboratory
reports, and diagnostics reports) related to the event.
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The investigator will then record all relevant adverse event or serious adverse event
information on the eCRF.

It is not acceptable for the investigator to send photocopies of the participant’'s medical
records to the Sponsor in lieu of completion of the Adverse Event eCRF.

There may be instances when copies of medical records for certain cases are requested
by the Sponsor. In this case, all participant identifiers, with the exception of the
participant number, will be redacted on the copies of the medical records before
submission to the Sponsor.

The investigator will attempt to establish a diagnosis of the event on the basis of signs,
symptoms, and/or other clinical information. Whenever possible, the diagnosis (not the
individual signs or symptoms) will be documented as the adverse event or serious
adverse event.

A2-3.2 ASSESSMENT OF SEVERITY

The investigator will assess the severity of each adverse event reported during the study
through use of the NCI CTCAE (v5.0) grading scale. The investigator will use the
grading scale in Table A2—-1 for assessing the severity of adverse events that are not
specifically listed in the NCI CTCAE.

Table A2-1 Adverse Event Severity Grading Scale for Events Not
Specifically Listed in NClI CTCAE

Grade Severity

1 Mild; asymptomatic or mild symptoms; clinical or diagnostic observations only;
or intervention not indicated

2 Moderate; minimal, local or non-invasive intervention indicated; or limiting
age-appropriate instrumental activities of daily living 2

3 Severe or medically significant, but not immediately life-threatening;
hospitalization or prolongation of hospitalization indicated; disabling; or
limiting self-care activities of daily living? ¢

Life-threatening consequences or urgent intervention indicated ¢
Death related to adverse event®
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Table A2-1 Adverse Event Severity Grading Scale for Events Not
Specifically Listed in NCI CTCAE (cont.)

CTCAE =Common Terminology Criteria for Adverse Events; NCl=National Cancer Institute.
Note: Based on the most recent version of NCI CTCAE (v 5.0), which can be found at:
https://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm.

a Examples of instrumental activities of daily living include preparing meals, shopping for
groceries or clothes, using the telephone, managing money, etc.

b Examples of self-care activities of daily living include bathing, dressing and undressing,
feeding oneself, using the toilet, and taking medications, as performed by participants who
are not bedridden.

¢ If an event is assessed as a "significant medical event," it must be reported as a serious
adverse event (see Section A2-5 for reporting instructions), per the definition of serious
adverse event in Section A2-2.

d Grade 4 and 5 events must be reported as serious adverse events (see Section A2-5 for
reporting instructions), per the definition of serious adverse event in Section A2-2.

A2-3.3 ASSESSMENT OF CAUSALITY

The investigator is obligated to assess the relationship between study treatment and
each occurrence of each adverse event or serious adverse event.

A "reasonable possibility" of a relationship conveys that there are facts, evidence, and/or
arguments to suggest a causal relationship, rather than a relationship cannot be ruled
out.

The investigator will use clinical judgment to determine the relationship.

Alternative causes, such as underlying diseases, concomitant therapy, and other risk
factors, as well as the temporal relationship of the event to study treatment
administration, will be considered and investigated.

The investigator will also consult the Investigator's Brochure and/or prescribing
information (for marketed products) in his or her assessment.

For each adverse event or serious adverse event, the investigator must document in the
medical notes that he or she has reviewed the adverse event or serious adverse event
and has provided an assessment of causality.

There may be situations in which a serious adverse event has occurred and the
investigator has minimal information to include in the initial report to the Sponsor.
However, it is very important that the investigator always make an assessment of
causality for every event before the initial transmission of the serious adverse event data
to the Sponsor.
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The investigator may change his or her opinion of causality in light of follow-up
information and send a serious adverse event follow-up report with the updated causality
assessment.

The causality assessment is one of the criteria used when determining regulatory
reporting requirements.

A2-3.4 FOLLOW-UP OF ADVERSE EVENTS AND SERIOUS ADVERSE
EVENTS

A2-3.4.1 Investigator Follow-Up

The investigator is obligated to perform or arrange for the conduct of supplemental
measurements and/or evaluations as medically indicated or as requested by the
Sponsor to elucidate the nature and/or causality of the adverse event or serious adverse
event as fully as possible. This may include additional laboratory tests or investigations,
histopathologic examinations, or consultation with other health care professionals.

If a participant dies during participation in the study or during a recognized follow-up
period, the investigator will provide the Sponsor with a copy of any post-mortem findings,
including histopathology.

New or updated information should be recorded on the originally-completed

Adverse Event eCRF. For serious adverse events and adverse events of special
interest, the investigator must report new significant follow-up information to the Sponsor
immediately (i.e., no more than 24 hours after the investigator becomes aware of the
information). New significant information includes the following:

o New signs or symptoms or a change in the diagnosis
¢ Significant new diagnostic test results

e Change in causality based on new information

¢ Change in the event's outcome, including recovery

e Additional narrative information on the clinical course of the event

During the adverse event reporting period (defined in Section 8.3.1), resolution of adverse
events (with dates) should be documented on the Adverse Event eCRF and in the
participant's medical record to facilitate source data verification.

For reporting of pregnancies, see Appendix 4.

A2-3.4.2 Sponsor Follow-Up

For serious adverse events, adverse events of special interest, and pregnancies, the
Sponsor or a designee may follow up by telephone, fax, e-mail, and/or a monitoring visit
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to obtain additional case details and outcome information (e.g., from hospital discharge
summaries, consultant reports, autopsy reports) in order to perform an independent
medical assessment of the reported case.

A2-4. REPORTING OF SERIOUS ADVERSE EVENTS

A2-4.1 SERIOUS ADVERSE EVENT REPORTING TO THE SPONSOR VIA AN
ELECTRONIC COLLECTION TOOL

The primary mechanism for reporting a serious adverse event to the Sponsor will be the
electronic data collection tool, as described in Section A2-5.

If the electronic system is unavailable, the site will use the paper Clinical Trial Adverse
Event/Special Situations Form, as described in Section A2-5, to report the event within
24 hours.

The site will enter the serious adverse event data into the electronic system as soon as it
becomes available.

After the study is completed at a given site, the electronic data collection tool will be
taken offline to prevent the entry of new data or changes to existing data.

If a site receives a report of a new serious adverse event from a study participant or
receives updated data on a previously reported serious adverse event after the
electronic data collection tool has been taken offline, the site can report this information
on a paper Clinical Trial Adverse Event/Special Situations Form, as described in
Section A2-5.

A2-4.2 SERIOUS ADVERSE EVENT REPORTING TO THE SPONSOR VIA
PAPER CRF

Under certain circumstances, serious adverse events may be reported to the Sponsor
through use of a paper Clinical Trial Adverse Event/Special Situations Form, as
described in Section A2-5.

A2-5. REPORTING REQUIREMENTS FOR SERIOUS ADVERSE EVENTS
AND ADVERSE EVENTS OF SPECIAL INTEREST
A2-5.1 EVENTS THAT OCCUR PRIOR TO STUDY TREATMENT INITIATION

After informed consent has been obtained but prior to initiation of study treatment, only
serious adverse events caused by a protocol-mandated intervention (e.g., cerebrospinal
fluid sampling or lumbar puncture, discontinuation of medications) should be reported.
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In addition, the following serious adverse events should be reported after administration
of a positron emission tomography (PET) ligand and prior to initiation of study drug:

e All serious adverse events believed to be related to the PET ligand (non-serious
adverse events believed to be related to the PET ligand should also be reported;
see Section 8.3.1)

e All serious adverse events occurring within 48 hours of the PET ligand
administration, regardless of relatedness to the PET ligand

The paper Clinical Trial Serious Adverse Event/Adverse Event of Special Interest
Reporting Form provided to investigators should be completed and submitted to the
Sponsor or its designee immediately (i.e., no more than 24 hours after the investigator
becomes aware of the event), either by faxing or by scanning and e-mailing the form,
using the fax number or e-mail address provided to investigators.

A2-5.2 EVENTS THAT OCCUR AFTER STUDY TREATMENT INITIATION

After initiation of study treatment, serious adverse events and adverse events of special
interest will be reported until 17 weeks after the final dose of study treatment

(i.e., the participant’s safety follow-up visit). Investigators should record all case details
that can be gathered immediately (i.e., within 24 hours after the investigator becomes
aware of the event) on the Adverse Event eCRF and submit the report via the electronic
data capture (EDC) system. A report will be generated and sent to Roche Safety Risk
Management by the EDC system.

In the event that the EDC system is unavailable, the paper Clinical Trial Serious Adverse
Event/Adverse Event of Special Interest Reporting Form provided to investigators should
be completed and submitted to the Sponsor or its designee immediately (i.e., no more
than 24 hours after the investigator becomes aware of the event), either by faxing or by
scanning and e-mailing the form, using the fax number or e-mail address provided to
investigators. Once the EDC system is available, all information will need to be entered
and submitted via the EDC system.

Instructions for reporting serious adverse events that occur more than 17 weeks after the
final dose of study treatment are provided in Section A2-6.

A2-6. REPORTING ADVERSE EVENTS THAT OCCUR AFTER THE
ADVERSE EVENT REPORTING PERIOD

The Sponsor should be notified if the investigator becomes aware of any serious
adverse event that occurs after the end of the adverse event reporting period (defined as
17 weeks after the final dose of study treatment), if the event is believed to be related to
be prior to exposure to study treatment. These events should be reported through use
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of the Adverse Event eCRF. However, if the EDC system is not available, the
investigator should report these events directly to the Sponsor or its designee, either by
faxing or by scanning and e-mailing the paper Clinical Trial Serious Adverse
Event/Adverse Event of Special Interest Reporting Form, using the fax number or e-mail
address provided to investigators.

A2-7. PROCEDURES FOR RECORDING ADVERSE EVENTS

When an adverse event occurs, it is the responsibility of the investigator to review all
documentation related to the event (e.g., hospital progress notes, laboratory reports, and
diagnostics reports). The investigator will then record all relevant adverse event
information on the Adverse Event eCRF. It is not acceptable for the investigator to send
photocopies of the participant's medical records to the Medical Monitor in lieu of
completion of the eCRF. Investigators should use correct medical terminology and
concepts when recording adverse events on the Adverse Event eCRF.

Avoid colloquialisms and abbreviations. Only 1 adverse event term should be recorded
in the event field of the Adverse Event eCRF.

There may be instances when copies of medical records for certain cases are requested
by the Sponsor. In this case, all participant identifiers, with the exception of the
participant number, will be redacted on the copies of the medical records before
submission to the Sponsor.

A2-7.1 ARIA FINDINGS

Not every ARIA finding qualifies as an adverse event. An ARIA finding must be reported
as an adverse event if it meets any of the following criteria:

e Symptomatic ARIA-E (i.e., onset or worsening of CNS symptom([s] that is/are
attributable to ARIA-E magnetic resonance imaging (MRI) findings in the judgment
of the investigator), and/or

¢ ARIA findings that result in a change in study treatment (e.g., dosage modification,
treatment interruption, or treatment discontinuation), and/or

e Findings that are otherwise clinically significant in the investigator’s judgment
Any accompanying symptoms should also be captured as separate adverse events.
It is the investigator’s responsibility to review all ARIA findings.

Observations of the same clinically significant ARIA finding should only be recorded
once on the Adverse Event eCRF (see Section A2-7.5 for details on recording persistent
adverse events).
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A2-7.2 INJECTION REACTIONS

Injection reactions (local and systemic) are defined as adverse events that occur during
or within 24 hours after study treatment administration and are judged to be related to
the study treatment injection.

If a participant experiences both a local and systemic reaction to a single administration
of study treatment, each reaction should be recorded separately on the Adverse Event
eCRF.

For local reactions, the diagnosis of “injection-site reaction” should be captured on the
Adverse Event eCRF, and associated signs and symptoms (e.g., erythema at injection
site) should be recorded on the dedicated Injection-Site Reaction eCRF.

Systemic reactions should be captured as a single diagnosis on the Adverse Event
eCRF (e.g., "anaphylactic reaction"). If possible, avoid ambiguous terms such as
"systemic reaction".

A2-7.3 DIAGNOSIS VERSUS SIGNS AND SYMPTOMS

A diagnosis (if known) should be recorded on the Adverse Event eCRF rather than
individual signs and symptoms (e.g., record only liver failure or hepatitis rather than
jaundice and elevated transaminases). However, if a constellation of signs and/or
symptoms cannot be medically characterized as a single diagnosis or syndrome at the
time of reporting, each individual event should be recorded on the Adverse Event eCRF.
If a diagnosis is subsequently established, all previously reported adverse events based
on signs and symptoms should be nullified and replaced by 1 adverse event report
based on the single diagnosis, with a starting date that corresponds to the starting date
of the first symptom of the eventual diagnosis.

A2-7.4 ADVERSE EVENTS THAT ARE SECONDARY TO OTHER EVENTS

In general, adverse events that are secondary to other events (e.g., cascade events or
clinical sequelae) should be identified by their primary cause, with the exception of
severe or serious secondary events. A medically significant secondary adverse event
that is separated in time from the initiating event should be recorded as an independent
event on the Adverse Event eCRF. For example:

e If vomiting results in mild dehydration with no additional treatment in a healthy adult,
only vomiting should be reported on the eCRF

¢ |f vomiting results in severe dehydration, both events should be reported separately
on the eCRF

e If a severe gastrointestinal hemorrhage leads to renal failure, both events should be
reported separately on the eCRF
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e If dizziness leads to a fall and consequent fracture, all 3 events should be reported
separately on the eCRF

¢ If neutropenia is accompanied by an infection, both events should be reported
separately on the eCRF

All adverse events should be recorded separately on the Adverse Event eCRF if it is
unclear as to whether the events are associated.

A2-7.5 PERSISTENT OF RECURRENT ADVERSE EVENTS

A persistent adverse event is one that extends continuously, without resolution, between
participant evaluation timepoints. Such events should only be recorded once on the
Adverse Event eCRF. The initial severity (intensity or grade) of the event will be
recorded at the time the event is first reported. If a persistent adverse event becomes
more severe, the most extreme severity should also be recorded on the Adverse Event
eCRF. If the event becomes serious, it should be reported to the Sponsor immediately
(i.e., no more than 24 hours after the investigator becomes aware that the event became
serious; see Section A2-5 for reporting instructions). The Adverse Event eCRF should
be updated by changing the event from "non-serious" to "serious," providing the date
that the event became serious, and completing all data fields related to serious adverse
events.

A recurrent adverse event is one that resolves between participant evaluation timepoints
and subsequently recurs. Each recurrence of an adverse event should be recorded as a
separate event on the Adverse Event eCRF.

A2-7.6 ABNORMAL LABORATORY VALUES

Not every abnormal laboratory value qualifies as an adverse event. A laboratory value
abnormality that is associated with the underlying disease should not be reported as an
adverse event unless judged by the investigator to be more severe than expected.

A laboratory value abnormality that is not associated with the underlying disease must
be reported as an adverse event if it meets any of the following criteria:

e Is accompanied by clinical symptoms

¢ Results in a change in study treatment (e.g., dose modification, treatment
interruption, or treatment discontinuation)

¢ Results in a medical intervention (e.g., potassium supplementation for hypokalemia)
or a change in concomitant therapy

e s clinically significant in the investigator's judgment
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It is the investigator's responsibility to review all laboratory findings. Medical and
scientific judgment should be exercised in deciding whether an isolated laboratory
abnormality should be classified as an adverse event.

If a clinically significant laboratory abnormality is a sign of a disease or syndrome
(e.g., ALP and bilirubin 5 x upper limit of normal (ULN) associated with cholestasis), only
the diagnosis (i.e., cholestasis) should be recorded on the Adverse Event eCRF.

If a clinically significant laboratory abnormality is not a sign of a disease or syndrome,
the abnormality itself should be recorded on the Adverse Event eCRF, along with a
descriptor indicating whether the test result is above or below the normal range

(e.g., "elevated potassium," as opposed to "abnormal potassium"). If the laboratory
abnormality can be characterized by a precise clinical term per standard definitions, the
clinical term should be recorded as the adverse event. For example, an elevated serum
potassium level of 7.0 mEg/L should be recorded as "hyperkalemia."

Observations of the same clinically significant laboratory abnormality from visit to visit
should only be recorded once on the Adverse Event eCRF (see Section A2-7.5 for
details on recording persistent adverse events).

A2-7.7 ABNORMAL VITAL SIGN VALUES

Not every abnormal vital sign value qualifies as an adverse event. A vital sign
abnormality that is associated with the underlying disease should not be reported as an
adverse event unless judged by the investigator to be more severe than expected.

A vital sign abnormality that is not associated with the underlying disease must be
reported as an adverse event if it meets any of the following criteria:

e Is accompanied by clinical symptoms

e Results in a change in study treatment (e.g., dose modification, treatment
interruption, or treatment discontinuation)

e Results in a medical intervention or a change in concomitant therapy

e |s clinically significant in the investigator's judgment

It is the investigator's responsibility to review all vital sign findings. Medical and scientific
judgment should be exercised in deciding whether an isolated vital sign abnormality
should be classified as an adverse event.

If a clinically significant vital sign abnormality is a sign of a disease or syndrome
(e.g., high blood pressure), only the diagnosis (e.g., hypertension) should be recorded
on the Adverse Event eCRF.
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Observations of the same clinically significant vital sign abnormality from visit to visit
should only be recorded once on the Adverse Event eCRF (see Section A2-7.5 for
details on recording persistent adverse events).

A2-7.8 ABNORMAL LIVER FUNCTION TESTS

The finding of an elevated ALT or AST (>3 x ULN) in combination with either an elevated
total bilirubin (>2 x ULN) or clinical jaundice in the absence of cholestasis or other
causes of hyperbilirubinemia is considered to be an indicator of severe liver injury

(as defined by Hy's Law). Therefore, investigators must report as an adverse event the
occurrence of either of the following:

e Treatment-emergent ALT or AST >3 x ULN in combination with total bilirubin
>2xULN

o Treatment-emergent ALT or AST >3 x ULN in combination with clinical jaundice

The most appropriate diagnosis or (if a diagnosis cannot be established) the abnormal
laboratory values should be recorded on the Adverse Event eCRF (see Section A2-7.6)
and reported to the Sponsor immediately (i.e., no more than 24 hours after the
investigator becomes aware of the event), either as a serious adverse event or an
adverse event of special interest (see Section A2-5).

A2-7.9 DEATHS

All deaths that occur during the protocol-specified adverse event reporting period

(see Section 8.3.1), regardless of relationship to study treatment, must be recorded on
the Adverse Event eCRF and immediately reported to the Sponsor (see Section A2-5).
This includes death attributed to progression of Alzheimer’s disease (AD).

Death should be considered an outcome and not a distinct event. The event or condition
that caused or contributed to the fatal outcome should be recorded as the single medical
concept on the Adverse Event eCRF. Generally, only one such event should be
reported. If the cause of death is unknown and cannot be ascertained at the time of
reporting, "unexplained death" should be recorded on the Adverse Event eCRF. If the
cause of death later becomes available (e.g., after autopsy), "unexplained death" should
be replaced by the established cause of death. The term "sudden death" should not be
used unless combined with the presumed cause of death (e.g., "sudden cardiac death").

If the death is attributed solely to progression of AD, "Alzheimer’s disease progression”
should be recorded on the Adverse Event eCRF.

Autopsy reports, including cause of death, for all participants who die during the study
should be requested.
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Deaths that occur after the adverse event reporting period should be reported as
described in Section A2-6.

A2-7.10 PREEXISTING MEDICAL CONDITIONS

A preexisting medical condition is one that is present at the screening visit for this study.
Such conditions should be recorded on the General Medical History and Baseline
Conditions eCRF.

A preexisting medical condition should be recorded as an adverse event only if the
frequency, severity, or character of the condition worsens during the study.

When recording such events on the Adverse Event eCREF, it is important to convey the
concept that the preexisting condition has changed by including applicable descriptors
(e.g., "more frequent headaches").

A2-7.11 LACK OF EFFICACY OR WORSENING OF ALZHEIMER’S
DISEASE

Deterioration that is judged by the investigator to have unexpectedly worsened in
severity or frequency or changed in nature (i.e., deterioration beyond the expected
pattern of progression of the underlying disease) should be recorded as an adverse
event. When recording an unanticipated worsening of AD on the Adverse Event eCRF,
it is important to convey the concept that the condition has changed by including
applicable descriptors (e.g., "accelerated worsening of Alzheimer’s disease").

Events that are clearly consistent with the expected pattern of progression of the
underlying disease should not be recorded as adverse events. These data will be
captured as efficacy assessment data only. If there is any uncertainty as to whether an
event is due to disease progression, it should be reported as an adverse event.

A2-7.12 HOSPITALIZATION OR PROLONGED HOSPITALIZATION

Any adverse event that results in hospitalization (i.e., inpatient admission to a hospital)
or prolonged hospitalization should be documented and reported as a serious adverse
event (per the definition of serious adverse event in Section A2-2), except as outlined
below.

An event that leads to hospitalization under the following circumstances should not be
reported as an adverse event or a serious adverse event:

o Hospitalization for respite care
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e Planned hospitalization required by the protocol

e Hospitalization for a preexisting condition, provided that all of the following criteria
are met:

— The participant was hospitalized for an elective procedure that was planned
prior to the study, was scheduled during the study despite the fact that the
condition had not worsened, or was scheduled during the study when treatment
became necessary because of the expected normal progression of the
condition

— The participant has not experienced an adverse event

o Hospitalization due solely to the expected progression of AD

An event that leads to hospitalization under the following circumstances is not
considered to be a serious adverse event, but should be reported as an adverse event
instead:

e Hospitalization that was necessary because of participant requirement for outpatient
care outside of normal outpatient clinic operating hours

A2-7.13 CASES OF OVERDOSE, MEDICATION ERROR, DRUG ABUSE,
OR DRUG MISUSE

Special situations (overdoses, medication errors, drug abuse, or drug misuse) are to be
reported for study treatment.

Overdose (accidental or intentional), medication error, drug abuse, and drug misuse
(hereafter collectively referred to as "special situations") are defined as follows:

o Accidental overdose: accidental administration of a drug in a quantity that is higher
than the assigned dose

¢ Intentional overdose: intentional administration of a drug in a quantity that is higher
than the assigned dose

¢ Medication error: accidental deviation in the administration of a drug

In some cases, a medication error may be intercepted prior to administration of
the drug.

e Drug abuse: intentional excessive use of a drug that may lead to addiction or
dependence, physical harm, and/or psychological harm

¢ Drug misuse: intentional deviation in the administration of a drug that does not
qualify as drug abuse

In cases where drug is to be self-administered by the participant, drug misuse
could involve the drug being administered to someone other than the participant.
Note: Special situations are not in themselves adverse events, but may result in
adverse events.
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Each adverse event associated with a special situation should be recorded separately
on the Adverse Event eCRF. If the associated adverse event fulfills seriousness criteria
or qualifies as an adverse event of special interest, the event should be reported to the
Sponsor immediately (i.e., no more than 24 hours after the investigator becomes aware
of the event; see Section A2-5). For study treatment, adverse events associated with
special situations should be recorded as described below for each situations’ boxes:

¢ Intentional overdose: Enter the adverse event term. Check the
"Intentional overdose" box. If drug abuse is suspected, check the "Drug abuse" box.
If drug abuse is not suspected, check the "Drug misuse" box.

¢ Medication error that does not qualify as an overdose: Enter the adverse event
term. Check the "Medication error" box.

¢ Medication error that qualifies as an overdose: Enter the adverse event term.
Check the "Accidental overdose" and "Medication error" boxes.

¢ Drug abuse that does not qualify as an overdose: Enter the adverse event term.
Check the "Drug abuse" box.

e Drug abuse that qualifies as an overdose: Enter the adverse event term. Check the
"Intentional overdose" and "Drug abuse" boxes.

¢ Drug misuse that does not qualify as an overdose: Enter the adverse event term.
Check the "Drug misuse" box.

¢ Drug misuse that qualifies as an overdose: Enter the adverse event term.
Check the "Intentional overdose" and "Drug misuse" boxes.

As an example, an accidental overdose that resulted in a headache would require

2 entries on the Adverse Event eCRF, 1 entry to report the accidental overdose and

1 entry to report the headache. The "Accidental overdose" and "Medication error" boxes
would need to be checked for both entries.

All special situations associated with study treatment, regardless of whether they result
in an adverse event, should be recorded on the Adverse Event eCRF as described
below:

o Accidental overdose: Enter the drug name and "accidental overdose" as the event
term. Check the "Accidental overdose" and "Medication error" boxes.

e Intentional overdose: Enter the drug name and "intentional overdose" as the event
term. Check the "Intentional overdose" box. If drug abuse is suspected, check the
"Drug abuse" box. If drug abuse is not suspected, check the "Drug misuse" box.

¢ Medication error that does not qualify as an overdose: Enter the name of the drug
administered and a description of the error (e.g., wrong dose administered, wrong
dosing schedule, incorrect route of administration, wrong drug, expired drug
administered) as the event term. Check the "Medication error" box.
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e Medication error that qualifies as an overdose: Enter the drug name and
"accidental overdose" as the event term. Check the "Accidental overdose" and
"Medication error" boxes. Enter a description of the error in the additional case
details.

o Intercepted medication error: Enter the drug name and "intercepted medication
error" as the event term. Check the "Medication error" box. Enter a description of
the error in the additional case details.

e Drug abuse that does not qualify as an overdose: Enter the drug name and
"drug abuse" as the event term. Check the "Drug abuse" box.

¢ Drug abuse that qualifies as an overdose: Enter the drug name and
"intentional overdose" as the event term. Check the "Intentional overdose" and
"Drug abuse" boxes.

¢ Drug misuse that does not qualify as an overdose: Enter the drug name and
"drug misuse" as the event term. Check the "Drug misuse" box.

¢ Drug misuse that qualifies as an overdose: Enter the drug name and
"intentional overdose" as the event term. Check the "Intentional overdose" and
"Drug misuse" boxes.

e Drug administered to someone other than the participant: Enter the drug name and
"participant supplied drug to third party" as the event term. Check the
"Drug misuse" box.

A2-7.14 CASES OF MEDICATION ERROR

A medication error is defined as an accidental deviation in the administration of a drug
(e.g., wrong drug dose administered, sham procedure performed in participant assigned
to active drug, drug administered in wrong location, sham procedure performed
incorrectly, expired drug administered). In some cases, a medication error may be
intercepted prior to administration of the drug.

Medication errors are not in themselves adverse events, but may result in adverse
events. If the associated adverse event fulfills seriousness criteria or qualifies as an
adverse event of special interest, the event should be reported to the Sponsor
immediately (i.e., no more than 24 hours after the investigator becomes aware of the
event; see Section A2-5).

As an example, a medication error that resulted in a headache would require 2 entries
on the Adverse Event eCRF, 1 entry to report a medication error and 1 entry to report
the headache. The "Medication error" boxes would need to be checked for both entries.
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A2-7.15 PARTICIPANT-REPORTED OR OBSERVER-REPORTED
OUTCOME DATA

Adverse event reports will not be derived from PRO or ObsRO data by the Sponsor
(detailed list of PROs and ObsROs included in the study is provided in Section 8.10).
Sites are not expected to review the PRO or ObsRO data for adverse events.

A2-7.16 SAFETY BIOMARKER DATA

Adverse event reports will not be derived from safety biomarker data by the Sponsor,
and safety biomarker data will not be included in the formal safety analyses for this
study. In addition, safety biomarker data will not inform decisions on participant
management.
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Gantenerumab is not yet approved, and clinical development is ongoing. The safety
plan for participants in this study is based on clinical experience with gantenerumab in
completed and ongoing studies. The identified risks for gantenerumab are outlined
below. Please refer to the current Gantenerumab Investigator's Brochure for a complete
summary of safety information.

A3-1 AMYLOID-RELATED IMAGING ABNORMALITIES

Amyloid-related imaging abnormalities are one of the most significant adverse events
reported in therapies against aggregated forms of amyloid B (AB). These findings
appear to be dependent on dose-, time-, and apolipoprotein E (APOE) €4 status
(Piazza and Winblad 2016).

The mechanism underlying the development of amyloid-related imaging
abnormalities—edemaleffusion (ARIA-E) and amyloid-related imaging
abnormalities—hemosiderin deposition (ARIA-H) during anti-amyloid treatment is not yet
fully understood. Because anti-AB antibodies remove AB from both the parenchyma and
cerebral vasculature, vessels with preexisting amyloid vascular pathology might become
transiently more susceptible to leakage of vascular contents. This pathology results in
ARIA-E if the leakage consists of proteinaceous fluid and in ARIA-H if the leakage
consists of blood products (Sperling et al. 2012). An anti-Ap therapy that effectively
maintains vascular Ap clearance would allow vascular remodeling and might, over time,
decrease the risk of such extravasation events (Sperling et al. 2012). This hypothesis is
consistent with experiences in previous and ongoing studies and with reported data from
the long-term extension study of aducanumab treatment (Haeberlein et al. 2019;

Lin et al. 2021).

Understanding of the clinical significance of ARIA by study Sponsors, investigators, and
regulators has substantially evolved since ARIA events were first seen on MRI scans in
a Phase | clinical trial with bapineuzumab (Black et al. 2010). The accrued clinical
evidence with gantenerumab and other N-terminus anti-amyloid antibodies has shown
that ARIA events tend to occur early in treatment, are dose and APOE ¢4 dependent,
and can be monitored by MRI and managed with dose intervention algorithms.

In the double-blind phase of Study WN25203, ARIA events were time (duration of
treatment), dose, and APOE ¢4 allele status-dependent. The incidence of ARIA-E was
0.8% in the placebo, 6.6% in the 105 mg gantenerumab, and 13.5% in the 225 mg
gantenerumab groups. For ARIA-H, the incidence was 13.2% in the placebo, and 22.9%
and 16.2% in the 105 mg and 225 mg gantenerumab treatment groups, respectively.
The rates of new ARIA-E were highest between 3 and 6 months of treatment (3.8% and
7.5% in the 105 mg and 225 mg gantenerumab groups, respectively) and decreased
substantially after the first 9 months of treatment (incidence of up to 2.3% in the 225 mg
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gantenerumab group in approximately 2 years). The median MRI Barkhof Grand Total
Score (BGTS; Barkhof et al. 2013) of these findings was 3. Most ARIA events were
asymptomatic and did not lead to clinically significant consequences. A total of

5 participants (1.8%) from the 105 mg gantenerumab group and 6 participants (2.3%)
from the 225 mg gantenerumab group experienced symptoms related to ARIA findings;
the most commonly reported symptom was headache (5 participants). Other symptoms
reported with ARIA-E included visual disturbances (left eye diplopia and upper left
quadrantanopia), focal seizure (dysarthria/ aphasia that lasted for 10 minutes), anxiety,
hyperreflexia, confusional state, disturbance in attention, cognitive disorder, malaise,
and dizziness.

Symptomatic ARIAs were of mild severity and were non-serious except for 1 serious
adverse event of focal seizure.

Following the futility analysis for Study WN25203, treatment in the double-blind phase
was discontinued in July 2017 (median double-blind treatment duration: 68 weeks) and
consenting participants transitioned into an open-label extension (OLE).

In the double-blind phase of Study WN28745, the frequency of ARIA-E was 1.5% and
11.5% in the placebo and gantenerumab groups, respectively. The frequency of ARIA-H
was 11.8% and 15.1% in the placebo and gantenerumab groups, respectively.

The median BGTS of ARIA-E was 3. Most ARIAs were asymptomatic and did not lead
to clinically significant consequences. Two participants reported CNS adverse events as
symptoms of ARIAs: 1 participant (0.5%) in the placebo group reported irritability that
was mild in intensity and non-serious, and 1 participant (0.5%) in the gantenerumab
group reported headache that was moderate in intensity and non-serious.

The OLEs of Studies WN25203 and WN28745 were recently completed (last participant,
last visit [LPLV] occurred and databases are closed). As of 3 December 2020, in the
OLE part of the Study WN25203, all 154 patients dosed with gantenerumab in the OLE
had at least 1 post-OLE baseline MRI scan. Of these, 47 patients (30.5%) had new
ARIA-E and 51 patients (33.1%) had new ARIA-H. Additionally, 31 patients (20.1%) had
new ARIA-E and new ARIA-H at any point during the OLE.

The majority of ARIA-E findings were asymptomatic, with 19 of 47 participants (40.4%)
with ARIA-E reporting associated CNS adverse events. The CNS adverse events were
mostly mild to moderate in intensity, non-serious, did not require permanent cessation of
study treatment, and resolved with protocol-defined ARIA management rules. In 4 of

19 patients with ARIA-E MRI findings who reported associated CNS adverse events, the
events were reported as serious. Three patients reported events of seizure (n=2) and
cerebral hematoma which was severe in intensity and one patient reported confusion
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that was moderate in intensity. Three serious adverse events were assessed as related
to study treatment by the investigator.

Up to 11 January 2021, 219 of 225 participants dosed with gantenerumab in the OLE
phase of Study WN28745 had a post-baseline MRI scan; 71 of 219 participants (32.4%)
had new ARIA-E (with or without ARIA-H), 75 patients (34.24%) had new ARIA-H

(with or without ARIA-E), and 49 patients (22.3%) had both ARIA-E and ARIA-H.

The majority of ARIA-E events were asymptomatic, with 22 out of 71 participants (31%)
with ARIA-E reporting associated CNS adverse events. The CNS adverse events were
mostly mild to moderate in intensity, non-serious, did not require permanent cessation of
study treatment, and resolved spontaneously with protocol-defined ARIA management
rules. Four of the 22 participants (18%) reported serious events associated with

ARIA findings (2 participants had seizure events which resolved without anti-epileptic
medication, 1 participant had hemiplegia which resolved after treatment with
dexamethasone, and 1 participant had ischemic stroke which improved [most of the
symptoms, with the exception of disorientation, resolved]).

Study WN42444 will require an MRI scan documenting the absence of ARIA-E,

>5 ARIA-H, or disseminated leptomeningeal hemosiderosis prior to the first study drug
dose. If ARIA findings occur during the study, MRI monitoring, temporary dose holding,
or permanent study drug discontinuation will be implemented according to an ARIA
management plan, as described in Section A3-5.

Safety findings, including individual participant and aggregate data, will be reviewed on a
regular basis by an unblinded iDMC.

To date, clinical experience with gantenerumab has shown that ARIA events are

dose- and APOE ¢4-dependent. These events are manageable with MRI monitoring and
dose intervention algorithms. In addition, in case of clinical symptoms, the use of

IV glucorticosteroids may be considered.

Rules for management of participants who develop ARIA-E or ARIA-H are provided in in
Section A3-5.

A3-2 INJECTION REACTIONS AND HYPERSENSITIVITY

Gantenerumab may cause a local injection-site reaction (ISR) when given as an

SC injection. In studies with gantenerumab, the most common events occurring more
frequently with gantenerumab than with placebo were local ISRs, such as injection-site
erythema. The maijority of events were of mild intensity and resolved without treatment.

In the double-blind phase of Study WN25203, the incidence of ISRs was 4.5%, 18.8%,
and 23.1% in the placebo, 105 mg gantenerumab, and 225 mg gantenerumab groups,
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respectively. All ISRs were non-serious, and the majority were mild in intensity and
resolved without treatment. The most common signs and symptoms of ISRs included
injection-site erythema, pruritus, and rash. Two participants (0.3%) discontinued study
treatment due to an ISR.

In the double-blind phase of Study WN28745, the incidence of ISRs was 1.0% and 9.4%
in the placebo and gantenerumab groups, respectively. All ISRs were non-serious and
mild in intensity; the vast majority resolved without treatment. The most common signs
and symptoms of ISRs included injection-site erythema, pruritus, hemorrhage, and rash.
No participants discontinued study treatment due to an ISR.

Up to 11 January 2021 ISRs have been reported in 36.4% of participants

(56 of 154 participants) treated with gantenerumab in the OLE phase of

Study WN25203. The most frequently reported ISRs (>10%) were injection-site
erythema (49 participants [31.8%]) and injection-site swelling (18 participants [11.7%]).
All ISRs were non-serious and mild except 1 which was of moderate intensity, and the
majority resolved without treatment. Overall, 3 of 56 participants (5.4%) who had an ISR
received treatment, which included topical steroids and antihistamines.

Up to 11 Jan 2021 March 2020, ISRs have been reported in 40.0 % of participants
(90 of 225 participants) treated with gantenerumab in the OLE phase of

Study WN28745. The most frequently reported ISRs (>10%) were injection-site
erythema (67 participants [29.8%)]). All ISRs were non-serious, with the majority being
mild and resolving without treatment. One participant (0.4%) experienced a severe
event (injection-site pain after receiving a 600 mg dose via a pump, resulting in dose
modification [i.e., dose escalation was delayed]); this ISR resolved within 24 hours.
Overall, 10 of 90 participants (11.1%) who had an ISR received treatment, which
included topical steroids and antihistamines.

Detailed information on the characteristic signs and symptoms of ISRs
(e.g., erythema, pruritus) will be recorded on a dedicated electronic Case Report Form
(eCRF) page (see Section A2-7.2 for details on recording of ISRs).

As with administration of any exogenous protein, a potential exists for the development
of hypersensitivity reactions, including anaphylaxis. A hypersensitivity reaction may
present during any injection, although typically would not present during the first
injection. For subsequent injections, more severe injection reaction symptoms than
previously experienced, or new severe symptoms, should prompt consideration of a
potential hypersensitivity reaction.

A potential exists for the occurrence of systemic injection reactions, which are related to
cytokine release and/or other chemical mediators. These may be clinically
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indistinguishable from hypersensitivity reactions, including anaphylaxis. In comparison
to hypersensitivity reactions, systemic injection reactions could occur on first exposure to
study drug in participants with no history of prior opportunities for sensitization.

On each dosing day, after all assessments prior to dosing have been completed

(see the schedule of activities in Section 1.3), the study drug will be administered SC at
room temperature (full details are provided in the Pharmacy Manual). Study site
personnel administering study drug must not be involved with any efficacy assessments
or safety evaluations.

During the initial dose escalation period, participants should be observed for a minimum
of 2 hours after dosing for the first 4 doses of study drug administration, and then for a
minimum of 1 hour after all remaining doses (i.e., dose 5 and beyond). During the
post-progression dose escalation period, participants should be observed for at least

2 hours after injections at Week 1P, Week 5P, Week 9P and Week 13P.

The observation time may be reduced to at least 1 hour following all other
administrations. Participants should leave the study center after injections only if they
appear to be tolerating the injections. When doses are to be administered remotely from
the clinical sites, the drug administrator must remain with the participant for a minimum
of 1 hour after each injection. Participants self-administering the study drug must also
be observed for a minimum of 1 hour after each injection by their study partner or
another suitably trained individual (i.e., postdose observer).

Rescue medications to treat anaphylactic and anaphylactoid reactions must be available
at the clinical trial site. Participants and their study partners will be alerted to watch for
signs of anaphylactic and anaphylactoid reactions, and given emergency contact
information to use as soon as possible if any such signs are noted.

The investigator may order any pertinent laboratory tests, including an unscheduled
anti-drug antibody (ADA) test, in the event any hypersensitivity reaction occurs.

If anaphylaxis or a serious hypersensitivity reaction occurs, the study drug must be
discontinued permanently, and any remaining study drug doses should be returned to
the study site (if applicable). Blood samples for the presence of ADAs and PK/PD will be
obtained.

A3-3 IMMUNOGENICITY

As with administration of any exogenous protein, there is the potential for the
development of ADAs, which can be neutralizing and/or sensitizing and which can
potentially lead to febrile or allergic reactions, including anaphylaxis. The immunogenic
risk of gantenerumab is considered low since it is a fully human antibody.
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For the management of suspected immunogenicity-associated
hypersensitivity/anaphylaxis, see section above.

A3-4 RISKS ASSOCIATED WITH PET TRACERS
A3-4.1 RISKS ASSOCIATED WITH RADIATION

The risks associated with radiation in Study WN42444 are considered minimal, owing to
the low dose of tracer that is administered and based on nonclinical and clinical
experience available to date. The principal risks associated with positron emission
tomography (PET) imaging are those associated with 1V line placement, the discomfort
associated with acquisition of the images while keeping the head stable in the scanner,
and radiation exposure because of the radiotracer dose and transmission or CT
scanning. The most frequently reported adverse events with amyloid radioligands are
described in Sections A3-4.2 and A3-4.3, and the most frequently reported adverse
events with the tau radioligand MK-6240 are described in Section A3-4.4).

Other adverse reactions could be related in part to the PET scan apparatus and
procedures; careful attention should be taken to make the participant aware of the
planned procedures and to maximize participant comfort in the scanner.

Venous catheter insertion can be associated with bruising, infection, or clot formation.
Using proper placement techniques will minimize such risks. Experience in previous
human clinical trials has revealed no clinically-meaningful changes in vital signs,
electrocardiogram, or laboratory changes following treatment with PET tracers.

The potential for drug-drug interactions with PET tracers is not presently known.
Since PET tracers are administered at trace-level doses, no clinically-relevant drug
interactions with concomitant medications is expected.

A3-4.1.1 Radiation Exposure

The dose of whole-body effect radiation resulting from the recommended injected
radioactivity is similar for ['®F]-Florbetaben, ['®F]-Flutemetamol, and ['®F]-MK-6240 and is
well-below the maximum annual effective dose limitations recommended in the

United States, the European Union, and other countries where PET imaging will be
used. The recommended 300 MBq dose of ['®F]-Florbetaben results in a 5.8-mSv
absorbed dose, the 185-MBq dose of ['®F]-Flutemetamol results in 5.9 mSyv, and the
185-MBq dose of ['®F]-MK-6240 results in 5.4 mSv. Additional radiation dose results
from CT or transmission scan used for attenuation correction of the PET emission data.
The CT scan in PET/CT scanners will be configured as a low-dose CT and will add
approximately 0.1 mSv to the dose from PET tracers. In dedicated PET scanners
without CT scans, the transmission scan adds only a negligible amount of radiation
dose.
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Radiation exposure for ['®F]-Florbetaben, ['8F]-Flutemetamol, and ['®F]-MK-6240 doses
can be found in their respective Investigator’s Brochures and in the Technical
Operations Manual. Refer to local and national guidelines for recommended annual
radiation exposure. For comparison, the annual dose associated with the natural
background is 2.4 mSv. The recommended maximum annual whole-body dose from
research scans in the United States is 50 mSv. In the European Union, 10 mSv per year
is the recommended maximum dose for research scans, corresponding to a risk
category “Category IIb” with a “minor to intermediate” level of risk

(Verbruggen et al. 2008). Positron emission tomography scans should only be
performed if the investigator has determined that a participant's total past and planned
annual radiation exposure does not exceed local guidelines.

A3-4.2 ['®F]-FLORBETABEN (AMYLOID PET TRACER)

The most commonly reported adverse reactions after injection of ['®F]-Florbetaben
(occurring in at least 1% of subjects) are injection-site pain (3.1%), and injection or
application-site erythema (1.4%). ['®F]-Florbetaben contains up to 33 mg (i.e., 1.4 mmol)
of sodium per dose. This should be taken into account for participants on a
sodium-controlled diet. ['®F]-Florbetaben contains up to 1200 mg of ethanol per dose,
which is equivalent to 30 mL of beer or 12.5 mL of wine per dose.

In countries where ['®F]-Florbetaben PET radioligand is approved for marketing, for more
information see the approved local product information. In countries where the
['®F]-Florbetaben PET radioligand is not approved for marketing, the

Investigator’s Brochure will be provided.

A3-4.3 ['®F]-FLUTEMETAMOL (AMYLOID PET TRACER)

The most commonly reported adverse reactions after injection of flutemetamol are
flushing (2%), chest discomfort (1%), dizziness (1%), headache (1%), increased blood
pressure (1%), nausea (1%), and anaphylactic reaction (<0.5%). ['®F]-Flutemetamol
contains up to 41 mg (i.e., 1.8 mmol) of sodium per dose. This should be taken into
account for participants on a sodium-controlled diet. ['®F]-Flutemetamol contains up to
552 mg of ethanol per dose, which is equivalent to 14 mL of beer or 6 mL of wine per
dose.

In countries where ['®F]-Flutemetamol PET radioligand is approved for marketing, for
more information see the approved local product information. In countries where the
['®F]-Flutemetamol PET radioligand is not approved for marketing, the Investigator’s
Brochure will be provided.
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A3-4.4 ['®F]-MK-6240 (TAU PET TRACER)

There are no adverse reactions to ['8F]-MK-6240. Potential risks include pain and
bleeding from venous or arterial catheterization or an |V infusion reaction

(['®F]-MK-6240 Investigator's Brochure, Version F, dated June 2021).

['®F]-MK-6240 contains up to 32.4 mg of sodium (81 mg of sodium chloride) and 1 mL of
ethanol per dose.

The ['®F]-MK-6240 PET radioligand is not approved for marketing in any country.
For more information, the Investigator’s Brochure will be provided.

A3-5 MANAGEMENT RULES FOR AMYLOID-RELATED IMAGING
ABNORMALITIES

Participants on target dose 510 mg SC Q2W: Before reaching the maximum target
dose 510 mg Q2W, a minimum of 3 doses during 120 mg Q4W, 255 mg Q4W, and

510 mg Q4W dosing periods must be administered prior to dose escalation. Participants
will undergo brain MRI examinations prior to dose increases (predose escalation MRI
scans) to 510 mg Q4W and 510 mg Q2W and according to the schedule of activities
once the target dose is achieved (see Section 1.3). These predose escalation MRI
scans will determine eligibility for the next dose escalation dose. The investigators may
choose to perform additional MRI monitoring for ARIA at any time.

Participants on target dose 255 mg SC Q1W: Before reaching the maximum target
dose 255 mg Q1W, a minimum of 3 doses during 120 mg Q4W and 255 mg Q4W dosing
periods, and a minimum of 6 doses during the 255 mg Q2W dosing period must be
administered prior to dose escalation. Participants will undergo brain MRI examinations
prior to dose increases (predose escalation MRI scans) to 255 mg Q2W and 255 mg
Q1W and according to the schedule of activities once the target dose is achieved

(see Section 1.3). These predose escalation MRI scans will determine eligibility for the
next dose escalation dose. The investigators may choose to perform additional MRI
monitoring for ARIA at any time.

Participants will be eligible for dose escalation if there is no new ARIA-E; or if the new
ARIA-E is mild (Bioclinica severity=1) and asymptomatic; or if the ARIA-E is resolved
(Bioclinica severity=0, asymptomatic), and if the criteria for permanent treatment
discontinuation because of ARIA-H have not been met.

In addition, the dose adjustment and discontinuation rules for MRI findings specified in
Table A3-1 will apply.

Additional measures for at-home administration: Every 4 weeks, except when there
is an in-person clinic visit, the investigator or an appointed qualified study staff will have
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a telephone conversation with the participant and/or study partner to elicit, in a
non-leading way, information on medication errors and adverse events that may have
occurred in the home setting. Therefore, there will be frequent contact between the
study staff and the participant/study partner. Following the first 2 years of study
treatment, the frequency of this telephone surveillance may be reduced to occur at least
once, at midtime, between the 6-month in-person clinic visits. However, for participants
who enter the post-progression dose escalation period, there will be contact between the
study staff and the participant/study partner at least every 4 weeks for 2 years after
entering the post-progression dose escalation period (Table 3 and Table 6).

Following this 2-year period, the frequency of this telephone surveillance can be
rediuced again as outlined above. In addition, the participant and study partner must be
instructed to contact the investigator and seek approval for continued study drug dosing
in the home setting in case of onset of any new symptoms or symptom worsening.
These requirements will aid symptomatic ARIA-E detection and dose intervention, as
described below, in the case of an asymptomatic ARIA-E that becomes symptomatic at
a later date.

The iDMC will review the incidence and other characteristics of ARIA in an unblinded
manner and may recommend adjustment of dosing regimen and/or ARIA management
for the overall study population or for a specific APOE 4 genotype.

Table A3-1 Management Rules for Amyloid-Related Imaging Abnormalities

Finding Characteristics Action to be Taken
ARIA-E Asymptomatic « Continue study drug according to the schedule of
Bioclinica severity 1 administration (including dose escalation)
(radiologically mild) « Perform MRI scans at 4-week intervals until ARIA-E
resolves

« Then, resume the standard MRI schedule

Asymptomatic During initial and post-progression dose escalation
Bioclinica severity 2 periods:

(radiologically mild +) . Continue study drug at the same dose level and do
or not up titrate

Bioclinica severity 3 . Perform MRI scans at 4-week intervals until ARIA-E
(radiologically moderate) resolves

. Once ARIA-E resolves, continue dose escalation
and resume the standard MRI schedule

During treatment period (at target dose):

« Continue study drug according to the schedule of
administration

+« Perform MRI scans at 4-week intervals until ARIA-E
resolves,

Then, resume the standard MRI schedule.
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Table A3—-1Management Rules for Amyloid-Related Imaging Abnormalities

(cont.)
Finding Characteristics Action to be Taken
Asymptomatic During initial and post-progression dose escalation
Bioclinica severity 4 periods:
(radiologically moderate +) » Temporarily interrupt study drug
or

e Perform MRI scans at 4-week intervals until ARIA-E
Bioclinica 5 (and any ARIA-E symptom/s) resolves
(radiologically severe) «  Once ARIA-E (and any ARIA-E symptom/s)
resolves, reintroduce study drug at the dose level
OR given at the time the event was detected
Symptomatic of any severity |«  Once dosing has been resumed, perform an
(Bioclinica 1-5) MRI scan after the first dose while participants are
on a Q4W dosing frequency, or after the second
dose while participants are on a Q2W dosing
frequency or after the third or fourth dose for
participants on a QIW dosing frequency

e If no new ARIA-E is detected, continue dose
escalation and resume the standard MRI schedule

During treatment period (at target dose):

« Temporarily interrupt study drug

« Perform MRI scans at 4-week intervals until ARIA-E
(and any ARIA-E symptom/s) resolves

« Once ARIA-E (and any ARIA-E symptom/s)
resolves, reintroduce IMP

*  Once dosing has been resumed, perform an
MRI scan after the second dose while participants
are on a Q2W dosing frequency or after the third
or fourth dose for participants on a QIW dosing
frequency

* If no new ARIA-E is detected, resume the standard
MRI schedule

Any recurrence of ARIA-E Treat as above

ARIA-H Without disseminated LH « Continue study drug according to the schedule of
administration (including dose escalation)

+ Perform MRI scans according to the standard MRI
schedule

Disseminated LH Permanently discontinue study drug
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Table A3-1 Management Rules for Amyloid-Related Imaging Abnormalities
(cont.)

Source: Bracoud et al. 2017.

ARIA-E = amyloid-related imaging abnormality—edema/effusion; ARIA-H = amyloid-related

imaging abnormality—microhemorrhage/hemosiderin deposition; LH = leptomeningeal

hemosiderosis; MRI = magnetic resonance imaging; PK = pharmacokinetic; Q1W =every week;

Q2W =every 2 weeks; Q4W =every 4 weeks.

Notes:

e The investigator may choose to perform additional MRI monitoring for ARIA at any time

o Symptomatic ARIA-E is defined as onset or worsening of CNS symptom(s) that is/are
attributable to ARIA-E MRI findings in the judgment of the Principal Investigator

e Disseminated LH is defined as more than 3 focal leptomeningeal hemosiderosis
cumulatively

. If ARIA-E and disseminated LH co-occur, the more conservative management rule will
apply

e Any other new significant MRI findings will be reviewed by the investigator and appropriate
dose action will be taken

e In exceptional cases, as determined by the investigator:

1) Q4W MRI monitoring may no longer be necessary in case of an ARIA-E that is
asymptomatic with Bioclinica severity 1 and considered stable over consecutive MRI
images; or a symptomatic ARIA-E for which the imaging evidence of ARIA-E has
resolved but the CNS symptoms continue

2) study drug can be either reintroduced or up-titrated, as applicable, in case of an
asymptomatic ARIA-E that has stabilized at Bioclinica severity 1; or a symptomatic
ARIA-E for which the imaging evidence of ARIA-E has resolved but the CNS symptoms
continue.

e A PKsample will be obtained as soon as soon as practicable (e.g., at an unscheduled visit
or the next study visit) following a MRI scan showing new occurrence or worsening of
ARIA-E or ARIA-H that meets the discontinuation criteria (e.g., during an unscheduled visit)

e A plasma biomarker sample for the assessment of exploratory biomarkers will be obtained
as soon as practicable (e.g., at an unscheduled visit or the next study visit) following each
MRI scan showing ARIA-E until and including ARIA-E resolution (i.e., new, worsened,
stable, improved, resolved ARIA-E).
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Appendix 4 Contraceptive and Barrier Guidance
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Appendix 4: Contraceptive and Barrier Guidance

A4-1. PREGNANCIES IN FEMALE PARTICIPANTS

Female participants of childbearing potential will be instructed through the

Informed Consent Form to immediately inform the investigator if they become pregnant
during the study or within 17 weeks after the final dose of study drug. A paper Clinical
Trial Pregnancy Reporting Form should be completed and submitted to the Sponsor or
its designee immediately (i.e., no more than 24 hours after the investigator becomes
aware of the pregnancy), either by faxing or by scanning and e-mailing the form, using
the fax number or e-mail address provided to investigators. Pregnancy should not be
recorded on the Adverse Event electronic Case Report Form (eCRF). The investigator
should discontinue study treatment and counsel the participant, discussing the risks of
the pregnancy and the possible effects on the fetus. Monitoring of the participant should
continue until conclusion of the pregnancy. Any serious adverse events associated with
the pregnancy (e.g., an event in the fetus, an event in the mother during or after the
pregnancy, or a congenital anomaly or birth defect in the child) should be reported on
the Adverse Event eCRF. In addition, the investigator will submit a Clinical Trial
Pregnancy Reporting Form when updated information on the course and outcome of the
pregnancy becomes available.

Attempts should be made to collect and report infant health information. When permitted
by the site, an Authorization for the Use and Disclosure of Infant Health Information
would need to be signed by one or both parents (as per local regulations) to allow for
follow-up on the infant. If the authorization has been signed, the infant's health status at
birth should be recorded on the Clinical Trial Pregnancy Reporting Form. In addition, the
Sponsor may collect follow-up information on the infant's health status at 6 and

12 months after birth.

A4-2. ABORTIONS

A spontaneous abortion should be classified as a serious adverse event (as the Sponsor
considers abortions to be medically significant), recorded on the Adverse Event eCRF,
and reported to the Sponsor immediately (i.e., no more than 24 hours after the
investigator becomes aware of the event; see Section A2-5).

If a therapeutic or elective abortion was performed because of an underlying maternal or
embryofetal toxicity, the toxicity should be classified as a serious adverse event,
recorded on the Adverse Event eCRF, and reported to the Sponsor immediately

(i.e., no more than 24 hours after the investigator becomes aware of the event;

see Section A2-5). A therapeutic or elective abortion performed for reasons other than
an underlying maternal or embryofetal toxicity is not considered an adverse event.

All abortions should be reported as pregnancy outcomes on the paper Clinical Trial
Pregnancy Reporting Form.
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Appendix 4: Contraceptive and Barrier Guidance

A4-3. ABNORMAL PREGNANCY OUTCOMES

Abnormal pregnancy outcomes (e.g., spontaneous abortion, fetal death, stillbirth,
congenital anomaly, birth defect, ectopic pregnancy) in a female participant exposed to
study treatment should be classified as a serious adverse event, recorded on the
Adverse Event eCRF, and reported to the Sponsor immediately (i.e., no more than

24 hours after the investigator becomes aware of the event; see Section A2-5).
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Appendix 5 Reporting Requirements for Medical Device
Complaints

In this study, the vial adapter may be provided to the participant or study partner
(non-professional caregiver), in countries where it has been approved, to aid study drug
administration in the home setting is considered a medical device. The investigator must
report all device deficiencies to the Sponsor in the form of a medical device complaint.

A device deficiency is an inadequacy of a medical device with respect to its identity,
quality, durability, reliability, safety, or performance, and it can include malfunctions, use
errors, and inadequate labeling. In reporting a medical device complaint, the
investigator should document as much information as possible on the Investigational
Medicinal Product Deviation Form, including the product batch number, as reported on
the blister, and forward the form to the Sponsor immediately (i.e., no more than 24 hours
after the investigator becomes aware of the event; refer to the Pharmacy Manual for
further details). If the medical device deficiency results in an adverse event to the study
participant, the event must be reported on the Adverse Event electronic Case Report
Form (CRF) and submitted through the EDC system. If the event fulfills seriousness
criteria, the Adverse Event eCRF must be completed immediately (i.e., no more than

24 hours after the investigator becomes aware of the event), as outlined in

Section A2-5.
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Appendix 6 Mini-Mental State Examination
(Preclinical Alzheimer’s Cognitive Composite-5) — Form A, B,
and C

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.

FORM A

o e £ e 8 e
i Mini-Mental State Examination (MMSE) i
i -
i Instructions: Words in boldface type should be read aloud dearly and slowly to the examinee. ltem I
- substitutions appear in parentheses. Administration chould be conducted privately and in the examinee’s |
! primary language. Circle 0 if the response is incorrect, or 1 if the response is correct. .
I

QUESTION RESPONSE Score |
farcie one)
ORIENTATION TO TIME
What isthe.. year? o 1
seazon? o 1
month of the year? o 1
day of the week? 0 1
date? 0 1
ORIENTATION TO PLACE®
Where are we now? What is the_
state (province)? 0 1
county (or city/town)? 0 1
city/town [or part of the city/neighborhood)? 0 1
building (name or type)? o 1
floor of the building 0 1

g
|
i
i
[
[
|
i
i
!
!
|
i
! (room number or address)?
i * Ateatve plece words thet sre spiroprists for the settirg snd Ihoresaingly precis =y Se Wi e tuted snd noted.
!
|
i
!
!
|
i
i
!
|
|
i
!

REGISTRATION
Listen carefully. | am going to say three words. You say them back after | stop. Ready? Here they
are_ APPLE [pouse]. PENNY [pouse], TABLE [pouse]. Now repeat those words back to me.
[Repeot vp to § times, but score only the first trial. ]
APPLE 0 1
PENNY 0 1
TABLE 0 1
Now keep those words in mind. | am going to ask you to say them again in a few minutes.
ATTENTION AND CALCULATION [Serisl 7z]
Now I'd like you to subtract 7 from 100. Then keep subtracting 7 from each answer until | tell you to stop. l
What is 100 take away 77 193] o 1l
If needed, say: Keep going. (86) o 1]
If needed, say: Keep going. [79) 0 li
: I necded, zoy: Keep going. (72 0 1j
! Iif needed, zay: Keep going. (651 0 li
] .
- |
| i
M ¢ e o e o S — S . S S S S S S S S S S S S — — - — — — -
Azazted ol reorodaced by el parTimcr of te bl e L3 e, X0 et Florels Avarce, Ltz Fande LG Panthe

T VAT CE DTSN, Ty MW FORIen 000 St Folrtar, Cagyright 1TL 1WA 000 Dy MW e vl LG, 18 Pabiihad SN By Pt Choghcnl Adseanane
Namcurcem, i Forther repradedion & oroNBaed o Fhout parrsncon of Baj, rc The WMELD can Be perchacad fram Il nc by calieg (010 8- X000
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Appendix 6: Mini-Mental State Examination (Preclinical Alzheimer’s Cognitive
Composite-5) — Form A, B, and C

[ o o

Listen carefully because | am going to ask you to do something.
Take this paper in your right hand [pouz¢], fold it in half [pouse], and put it on the floor (or table).

TAKE IN RIGHT HAND 0
FOLD IN HALF 0
PUT ON FLOOR (or TABLE) 0
READING
Please read this and do what it says. [Show exomines the words on the stimulus form.]
CLOSE YOUR EYES °
WRITING
Please write a sentence. [/f exeminee does not respond, say: Write about the westher ]
Place the blank piece of paper in front of the examinee and provide 3 pen. Score 1 point if the 0
sentence is comprehensible and contains 3 subject and 3 verb. Ignore errors in grammar and spefling.
DRAWING
Please copy this design. [Disploy the intersecting pentogons on the stimulus form.) 0

Score 1 point if the drawing consists of two 5-sided figures that intersect to form a 4-sided figure.

MMEE_en_US_v1.0_22 Mar 2021 Page2of8
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MMSE Total Score:
(Sum all item scores)

(30 points max) :

R O R TR R i BT

QUESTION RESPONSE Score
RECALL L
What were those three words | asked you to remember? [Do not offer any hints ] |

APPLE 0 1i
PENNY 0 1
TABLE 0 1§
1
NAMING
What is this? [Point to o pencil or pen) 0o 1
What is this? [Point to o wotch)] 0 1
REPETITION
Now | am going to ask you to repest what | say. Ready? “NO IFS, ANDS, OR BUTS." Now you say
that.

[Repect up to 5 times, but score only the first trial)

NO IFS, ANDS, OR BUTS. 0 1
COMPREHENSION

Lt el

1



Appendix 6: Mini-Mental State Examination (Preclinical Alzheimer’s Cognitive
Composite-5) — Form A, B, and C

CLOSE YOUR EYES
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Appendix 6: Mini-Mental State Examination (Preclinical Alzheimer’s Cognitive
Composite-5) — Form A, B, and C
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Appendix 6: Mini-Mental State Examination (Preclinical Alzheimer’s Cognitive
Composite-5) — Form A, B, and C

FORM B

R ™= T e e s

[ Mini-Mental State Examination (MMSE) - Form B

|

I Instructions: Words in boldface type should be read sloud dearly and slowly to the examinee. ltem

substitutions appear in parentheses. Administration should be conducted privately and in the examinee’s

: primary language. Circle 0 if the responze iz incorrect, or 1 i the response iz correct.

QUESTION

: ORIENTATION TO TIME

; Whatisthe.. year?

: season?
month of the year?
day of the week?
date?

. ORIENTATION TO PLACE*

. Where are we now? What is the_
state (province)?

county (or city/town)?

city/town [or part of the city/neighborhood)?

floor of the building
(room number or address)?

RESPONSE

| * ARermatve place words thet are spproprists for the setting snd Incressingly precis =y be misetbuted and Acted.

; REGISTRATION

: Listen carefully. | am going to say three words. You say them back after | stop. Ready? Here they
. are..BALL [pouse]. FLAG [pouze]. TREE [pouse]. Now repest those words back to me.

[Repeat wp to S times, but score only the first triad.]
i BALL

FLAG
TREE

- Now keep those words in mind. | am going to ask you to say them agsin in a few minutes.

| ATTENTION AND CALCULATION [Serial 72)

Now I’d like you to subtract 7 from 100. Then keep subtracting 7 from each answer until | tell you to stop.

i

I

!

|

I

I

|

|

|

I

I

|

I

[

i building (name or type)?
i

|

|

!

I

I

I

!

I

I

I

!

| What is 100 take away 72
 If needed, zay: Keep going.
; if needed, zay: Keep going.
If needed, zay: Keep going.

:tmdod,wyxecpm

(93]
(86]
79
72]
(65

I
I
I
i
!

Score|
o 1
o 1!
0 1i
0 1
0o 1:
!
i
i
0 1
0 1
0 li
0o 1!
o 1i
I
I
i
I
:
o 1!
o 1!
o 1]
|
I
!
0o 1!
o 1!
o 1
o 1i
0 1|

e ¢ s 8 0 0 ——— T —— — ] —— — ] ] — {—— — 0 - {——— ] —— -

Caztad Wt reorodacad by wecdal parTimce of e Fubded e P

e, JEJ04 Nerth Florids Aearee, Litz, Farda LI tam the

Ml Marta Stae Dawination, by Mawhal forten 3 bean Folnter, Capyright 1E TS 10RO Sy iR el LG I Rabihed S0 by Peechologhcn Assse e
n e Farther Sadion & profibied e oot parrsacion of Fal, o The WML can be purchanad fram Bad, e by coaling (113 08 X000
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Appendix 6: Mini-Mental State Examination (Preclinical Alzheimer’s Cognitive
Composite-5) — Form A, B, and C

S B S 4 S S RS040 01 S D S 6 D S S 4 S S 8 S 8

QUESTION RESPONSE Score:
bdu--.g

RECALL |
What were those three words | asked you to remember? [Do not offer any hints] |
BalL o

FLAG 0o 1

TREE o 1

|

NAMING i
What iz this? [Point to o pendil or pan) o 1i
What is this? [Point to o wotch) 0 1
REPETITION I

Now | am going to ask you to repest what | say. Ready? “NO IFS, ANDS, OR BUTS." Now you say ]
that.

[Repeat up to 5 times, but score only the first trial) i
NO IFS, ANDS, OR BUTS. 0 1

COMPREHENSION !

Listen carefully because | am going to ask you to do something. I
Take this paper in your right hand [pouse], fold it in half [pouse), and put it on the floor (or table). ]

TAKE IN RIGHT HAND o 1
FOLD IN HALF 0 1
PUT ON FLOOR (or TABLE) 0 !i
READING 1
Please read this and do what it says. [Show exominee the words on the stimulus form.] ]
CLOSE YOUR EYES 0 l§
WRITING
Please write a sentence. [/f exominee does not respond, say: Write about the weather ]
Place the blank piece of paper in front of the examinee and provide 3 pen. Score 1 point if the 0 1

sentence is comprehensible and contains 3 subject and 3 verb. Ignore errors in grammar and spelling.

Please copy this design. [Disploy the intersecting pentogons on the stimulus form.] o 1
Score 1 point if the drawing consists of two 5-sided figures that intersect to form a 4-sided figure.

MMSE Total Score: s
(Sum ol item scores) H

1
[
[
]
!
DRAWING [
|
|
]
1

T T S T

MMEE (Fom B)_en_US_v10_22 Mar 2021 Page 2018
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Appendix 6: Mini-Mental State Examination (Preclinical Alzheimer’s Cognitive
Composite-5) — Form A, B, and C

CLOSE YOUR EYES
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Appendix 6: Mini-Mental State Examination (Preclinical Alzheimer’s Cognitive
Composite-5) — Form A, B, and C
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Appendix 6: Mini-Mental State Examination (Preclinical Alzheimer’s Cognitive
Composite-5) — Form A, B, and C

FORM C

R T T

Mini-Mental State Examination (MMSE) - Form C

i
Instructions: Words in boldface type should be read sloud dearly and slowly to the examinee. ltem [
substitutions appear in parentheses. Administration should be conducted privately and in the examinee’s [
primary language. Circle 0 if the responze iz incorrect, or 1 if the response is correct. i

i

|

!

]

! QUESTION RESPONSE Score |
j SEDRARONTO TRV !
imiﬂe_ year? 0 1!
: season? 0 1[
! month of the year? 0 1j
i day of the week? 0 li
I date? 0 li
| i
: ORIENTATION TO PLACE® :
! Where are we now? What is the_ i
: state (province)? 0 1j
| county (or city/town)? 0 1i
i city/town (or part of the city/neighborhood)? 0o 1.
: building (name or type)? o 1!
| floor of the building o 1l
I (room number or address)? i
i * Atermatve place woirds thet sre spirogriets 1o the tetting snd InCresaingly srecie = oy te nE e buted and Acted. [
| reGisTRATION [
! Listen carefully. | am going to say three words. You say them back after | stop. Ready? Here they [
| are__PONY [pouse). QUARTER [pouse], ORANGE [pouse). Now repest those words back to me. i
i [Repeot wp to 5 times, but score anly the flest rial.] :
: PONY o 1!
: QUARTER 0o 1}
I ORANGE 0 1j
| Now keep thoze words in mind. | am going to ask you to say them agsin in a few minutes. i
I :
| ATTENTION ITION [Serial 75 :
i Now 1I'd like you to subtract 7 from 100. Then keep subtracting 7 from each answer until | tell you to stop. :
| What iz 100 take sway 72 193] o 1l
! If needed, zay: Keep going. (86) o 1]
; If needed, zay: Keep going. 791 [} 1[
! ¥ needed, zay: Keep going. 72 0 1j
i if needed, zay: Keep going. (65] o 1j
i i
i :
T o e o 5 s o e 0 —— — T — —— T — — — 5 - — — — T — — — -
Aaptad wnd reroducet by Gecl perTimce of Te Lbiaw Su ., 16304 Nonh Florids Aesrse, Loz, Foris L1349, ham the
uuwmm»wmnmnmmuntumum“mmmmwwm
awcurom, i Eurther regessadion & of DA, . The MMSE can be purchanad fram PAR, Inc. by caliing [13) 9641000,
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Appendix 6: Mini-Mental State Examination (Preclinical Alzheimer’s Cognitive
Composite-5) — Form A, B, and C

i._.._“_-_._"_”_"_._._"_"_“_._"_”_.._._._“_"_“_._‘_“_"_"_._._”_“_'1
I
| QUESTION RESPONSE Score;
| mecau LW
! What were those three words | azked you to remember? [Do not offer any hintz ] i
| PONY o 1i
| QUARTER 0 1
| — o 1!
: !
! naming i
! Whet is this? [Point to & pencil or pen] o 1
| What is this? [Point to 0 watch) 0 1
| -
| REPETITION :
i Now | am going to ask you to repest what | say. Ready? “NO IFS, ANDS, OR BUTS." Now you say :
¢ that.
! [Repect up to 5 times, but score only the first trial] |
! NO IFS, ANDS, OR BUTS. 0 1
I -
| COMPREHENSION :
i Listen carefully because | am going to ask you to do something. |
i Take this paper in your right hand [pous¢]. fold it in half [pouse]. and put it on the floor (or table). I
TAKE IN RIGHT HAND o 1
I FOLD IN HALF 0 1
| PUT ON FLOOR (or TABLE) 0 1
i :
;| READING !
i Please resd this and do what it says. [Show exemines the words on the stimuluz form.] I
1 CLOSE YOUR EYES 0 1!
i
| wemne :
! Please write a sentence. [If exominee does not respond, say: Write about the westher.] |
| Place the blank piece of paper in front of the examinee and provide a pen. Score 1 point if the 0 1i
| zentence iz comprehensible and contains 3 subject and 3 verb. Ignore errors in grammar and speliing. :
i :
: Please copy this design. [Disploy the intersecting pentogons on the stimulus form.] 0 1!
E Score 1 point if the drawing consists of two 5-sided figures that intersect to form a 4-sided figure. |
l .
i MMSE Total Score: I
| (Sum oll item scores) '
1 (30 points max
v e i i e A e el
MMEE (Form C)_en_US_v1.0_22 Mar 2021 Page 2018
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Appendix 6: Mini-Mental State Examination (Preclinical Alzheimer’s Cognitive
Composite-5) — Form A, B, and C

CLOSE YOUR EYES
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Appendix 6: Mini-Mental State Examination (Preclinical Alzheimer’s Cognitive
Composite-5) — Form A, B, and C
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Appendix 6: Mini-Mental State Examination (Preclinical Alzheimer’s Cognitive
Composite—5) — Form A, B, and C
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Appendix 7 FCSRT-IR+DR (Preclinical Alzheimer’s Cognitive
Composite-5)— Form A, B, and C

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.

FORM A

Fres and Cued Sslective Reminding Test — Form A

| INSTRUCTIONS |

Say: “Mow | am going to evaluats how well you can remsmber gome common wiorda. First, | will ahow you |
16 words tnat | want you to remember. Each word belongs fo @ differant category. For exampla, Type of |
raading matarial,’ tz a category. | will =how you the wontds Tour at a ime and ask you o tell me which wond

| belonge with sach category and then fo Immediately recall the words whan | t=dl you thelr categorias.

Later, | will sk you to recall all of the words | have shown you. | will 8 you the categonas for the words
! you mizs to help you recall more words. You will hava 3 fries to recall the words."

| CONTROLLED LEARMING

| Piace Sty Sneat 1 in front of the subiect and say: “Thars are 4 words: on this study shest. 'Whan | il you a

catagory, point fo the word that 18 In that category and tedl me He name. Point fo_[eategony cus]  and bl
| me Es name® Perform for each category cue Inthe order presenied In the shie below. Mark [~} Se Palnt and

Mame Dboaes for words comeclly denTiad.

Femowe Study Sheet 1 and 53y “When | gay the category, tell me the name of the word | just showed you
that Iz aeaociated with thai cafegory. Which word was Jeategony cus] 77 Perfom for 2ach calegary cue n
| the arder presented In e table below. Mark [+ the Immediate Cusd Recall box for words comagtly recalled.

If the subject falls % reca a word In esponse 1 s cue, presant e Study Sheet agaln, and say- “Point to
| [catepory cus]  and tell ma e name™ only for e wond that was missed. Then, remove the cand and say:
| "¥Which wond was _[calegory cua] 7 Tor the word that was missed.

Repeat CONTROLLED LEARMING for Shady Sheets 2, 3, and £.

General Mowes for Adminksration of Confrolied L
»  For Coenirolied Leaming of remalning study sheats 2, 3, and 4, the Insiruction may bagin diracty wih;
“Point to _[category cua] and tell me It nama”
and then directhy with:

“Which word was_ jeatepory cus] 7" when maving o e immedae Cued Recal phase.
The FULL Infroductony statements [Le., “Thens are 4 words.. ™ and “Wnen | aay the
category..™) should cnly be given for the Bret Sudy sheet

Copryight © 2007 Albet Entals Colags of Madkdne of Yabhilve Univarsty. AL hghts redand,
FCERT |Form A)_se_LES_vi.0_24 Mar B Page 1ol 4
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Appendix 7: FCSRT-IR+DR (Preclinical Alzheimer’s Cognitive Composite-5) — Form A, B,
and C

= |73k any point In the FCSRT the rater accdantally provides the name of the word 'when intending 1o cue with the
CIEQOTY NaMe, MEk2 Mot of ME SCCUTENCE on Me WOTKShast and give the pamicipant benant of ihe aout,
Fwardng credi Tor recal of that wond.

Immediate
Cotegory Cus Waord Point Mam= Cued Recall
Fruit i Grapes
= | soorts Equipment Raoguet
! Bird owl
Fumniture Dk
Part of & Building Chimney
*.E Tipe of Bost SuSmarine
a4 | offics supokes Paper Clio
A, Fish Shark
Used for Measuring Ruler
T | For sasine Binoculers |
i Kind of Plant Cactus |
Used by Eabies Rettle
Part of & Car Skeering Whesl
% | For soming Liguics Pitcher [jur] |
! A, Todlekry Bmzor |
Miusicsd instrument Guitar |_
Copyrhhl B 2007 Albert Ensleis Colais of Medidna of Yichlva Univarsty. Bl flghts resanead.
FCEAT {Form AY_an_LIS_vi.0_2€ Mar 2004 Page 2 of £
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Appendix 7: FCSRT-IR+DR (Preclinical Alzheimer’s Cognitive Composite-5) — Form A, B,
and C

INTERFERENCE: Before TEIAL 1 FREE RECALL, s3y: “Now count backwantds from 100 by 3'2” Alow the
sunject i count Dackwands for 20 seconds.
FREE RECALL: Say: “Tell me alf the words you can remember, In any ondar.”

Allpw 50 seconds for Free Recall of all words.  Stop if no wonds have been recalied for 15 seconds. Mam (- ) the F |
bt for words fresly recalied. Proceed o CUED RECALL for each word thal was nod fresty recalisd.

CUED RECALL: (3= necded) Say: “Which word was _[eategory cue] 77

Aflpw up o 10 secomds for Cued Recall of each wond. Mark |-} the C box Tor words recailed foliowing a cus.

If the sunject does not comectly recal the word folowing s caiegory cue, 53y- “The

alan

[ and mark [+) e SR (e, sefeciive reminding) bo.  Then, procead o Me next word hat

requires cued recall. When cusd recall wen sslective reminging s compisted, proceed o TRIAL 2.

TRIAL 2: Fepeat ihe INTERFEREMCE, FREE RECALL, and CUED RECALL with SELECTIVE REMINDING
procedures,

TRIAL 3 Repeal the INTERFERENCE, FREE RECALL, and CUED RECALL with SELECTIVE REMINDING

PIOCSMLSS.
Trial 1 Trisl 2 Trind 3
Category Cue Wond F|C|SRJF| C |5k C | 5k Word

Fruit Grapes Srapes
Spirts Equipment Reoguet Reoguet
Eirgd Orwi Owl
Furnikure Deecce Does
Fart of a Busiding Chimney Chimney
Type of Boat Submarine Susbmarine
Odffice Supplies Paper Cha Paper Cho
A Fizh Shark Shark
Ised for Messuring Auler Ruler
For Sesine Binoculars ginoculars
Kird of Flant Cactus Cactus
Used by Banies Rette Rettie
Fart of a Car Skeering Wheel Skeering Wheel
For Holding Licguids Fitcher ljugl Pitcher fjug)
& Tailetry Rezor Rezor

| | Muzical nstrament Guitar Suitar

' TOTAL FREE v ¥ +

' TOTAL CUED | [ |

|

Time Trial 3 of FCSAT Free and Cued Recall epded: @ | 28-hoor cack)
[HH - B}
Capryighn 0 31003 Albe Bristais Cobage of Madidine of Yl Universty. A fights rsefad.
FOEAT (Form A)_en_LIS_vi.0_24 Mar 2024 Page 3ol 4
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Appendix 7: FCSRT-IR+DR (Preclinical Alzheimer’s Cognitive Composite-5) — Form A, B,
and C

DELAYED RECALL

Wan 20-30 minwies Jfer the completion of Tna! 2 of Free and Cued Recall (Le., at leas! 20 mirtes bt no more than 30
minuies) 1o 3sse65 Delayed Racall. Record the clock tme below to indlcate the ime hat Delayed Recall procedures |
began. Do noi wse count down Inderference before Delayed Recall Do not provide sesective reminding during the
Delayed Recall procssures !
Time FCSRT Delayed Recsll began: : | 248-hiour chack)
(HH : MM}

FREE RECALL: Say “Do you remamber the words | showed you on the 4 sheats sarlier? Tl ma &l of the

WOt you can remambar now, In any onder =

Allow 50 seconds for Freg Recall of all womds. Siop IFno words have been recalied for 15 seconds. Mam (<) the
Fres Recall boy for words fresly recalled. Proceed io CUED RECALL for 2ach word thal was oot freely recaled.

CUED RECALL: (as nesded) Iay. “Which word was _[calegory cue] 77

Allow up to 10 seconds for Cued Recall of each word. Mark |-} the Cusd Recall bax for words. recaliad fofiowing 3

cue.
Diebeyed
Category Cue Ward FreeRecnll | Cued Recall
Fnst Grapes
Sports Equipment Raoguet
Bird Orwl
Furniture Desk
Part of & Building Chimney
Type of Bost Submisrine
Dffice: Suppies Paper Clip
AFizh Shark
Used for Msssurins Rufier
For Seeing BiroOxars
Kind of Plant Cachus
Used by Babies Raktlz
Part of & Car Stesrime Wheed
Far Holdimz Liguids Pitcher [juz]
A Toiletry Razar
| Musical Instrument Guitar
| TOTAL FREE ¥
| TOTAL CUED

Copysighl © 2003 Albeft Endleis Collage of Madisne of Yashive Unbsaraty. A fights i,
FCERT (Foem A)_sn LIS v1.0_24 Mar 2001 Plagis 4 of £
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Appendix 7: FCSRT-IR+DR (Preclinical Alzheimer’s Cognitive Composite-5) — Form A, B,
and C

FORM B

Fras and Cued Sslective Reminding Test — Form B

| INSTRUCTIONS |

| Zay: “Mow | am going to svaluate how well you can remsmber B0ms cOMMon words. First, §will show you |
| 18 words that | want you bo remember. Each word belonge to @ differant calegory. For sxampls, Type of !
; reading material,” k= a category. | will show you the wonts four at a time and ask you to tell me which word ;
| bedongs with aach category and then fo Immediately recall the words winen | tedl you thedr categorias.

Later, | will 3ak you to recall all of the words | have shown you. | will 8l you the categorias for the words i
you miza to help you recall mors words. Yiou will have 3 fries to recall the wonds.” |

| CONTROLLED LEARMNING

| Piace Shady Shest 1 Infront of the subject and say: “There are 4 worde on this study shest. ‘When | tell you a
| category, point fo e word that 12 in that category and tell ma s name. Point to_Jeategony cus]  and tsdl
| me Ke nama™ Perfem for each category cue In the order prasemad i the tabie Delow. Mank () M2 Point and

| Hame Dowes for wonds comeclly Idenffag.

Remove Study Shesl 1 and 53y “When | say the category, tell me the name of the word | just showed you
i fhat k=2 ssacciated with thaf cafegory. Which word was _[category cus] 7™ Pesform for 2ach calegory cugin |
| the onder presented In M {20k Delow. Mark [+ ) the Immediate Cusd Recall Dox for worts comectly recalled.

If the subject falls 30 recall 3 word In esponse io s fue, presant e Shidy Shect agaln, and say. “Point o i
Jeatepory cus]  and tell ma e name™ only for the word that was missad. Then, remove the card and say- [
TyyhECh word was _[calegory cug] 7 for the word ihat was missad.

. Repaat CONTROLLED LEARMING Tor Shidy Sheets 2, 3, and 4.

General Nobas for Administration of Conirolled Leaming
»  For Controlied Leaming of remaining study shests 2, 3, and 4, the Insinaction may bagin diracty win:
| apoint to _[category cue] and tell me It nama”
and then direcily with:

=“Whilch word was _jcateqory cus] 77 when maving 1o the Immedlate Cusd Recal phase.
The FULL introductony statements [La, “Thers ars 4 wonts.._” and “When | say the
category._..™) should only be given Tor the st study sheel.

Copysight © 1007 Alben Enstas Cobaga of Madidng of Yishiv Unbsaravy. A1 rights rceived,
FCERT |Form B)_sn LS wi 022 Mar 2001 Page 1ol £
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Appendix 7: FCSRT-IR+DR (Preclinical Alzheimer’s Cognitive Composite-5) — Form A, B,
and C

s I3t any point In the FCSAT the rater accidentally provides the name of the word whan infending to cue with the. |
category name, make nole of Mie occumence on e worksheet and give the paricipant benaft of the doutd, 5
E!EI'H-"IQG'E*I‘.TIII'H&I of that word. !

Irnime diate
Category Cu= Word Point Marn= Cued Recsll
Like 2n .‘nst.:: Spider
= | Purt of the Body Foat
J Samething that Makes
Hioiz= Bell
Found in Hospitals Whiesichair
Weather Phercemenod Clouds
o | Partors srip Archior |
J Ieamiry ‘Watch |
Vimmetabie Onion
Clothing Vst
: Toy Eite
A | & mumper Nine
Far Zitting Banch
Type of Lkt Candle
= \Weaspon Swora
J For Sewing Thnead
Kitcher Applance Tossher
Copyiiht © 2007 Albedt Ensbals Cobaga of Madidng of Yehiva Unbvar sty S ibhis rraied.
FCERT (Form B)_an_LES vi.0 28 Mar 2001 Page 2ol £

Gantenerumab—F. Hoffmann-La Roche Ltd
203/Protocol WN42444, VVersion 2



Appendix 7: FCSRT-IR+DR (Preclinical Alzheimer’s Cognitive Composite-5) — Form A, B,
and C

| INTERFERENCE: Before TRIAL 1 FREE RECALL, s3y. “Mow count Dackwarss from 100 by 3'2™ AW Mg
EUDeCt 10 count Dackwards for 20 senonds.

FREE RECALL: 53y “Tell ma all the Words you can remember, In any order”

Al 20 seconds for Free Recall of all wonds.  Stop If no words hawve Deen recaifed for 15 seconcs.  Mark () he F '
b for words freefy recalied. Proceed o CUED RECALL for each wond that was not fresty recalied. i

CUED RECALL: (a5 nesded) Say “Which word was_[categony cus] 77
Allow up o 10 secomds for Cusd Recall of each word. Mank |-} the © box Tor wonds recalled following a cus.
If the sunject does nat comectly recall the word fofiowing s category cue, 53y “The _[category cus] was

alan ™ and mark (<) ?he SR (l.&., seiective reminding) box. Then, proces 10 Me next word that
requires cued recall When cued recall win ssiective reminding s compisted, proceed D TRIAL 2.

TRIAL 2 Repeat the INTERFERENCE, FREE RECALL, and CUED RECALL wih SELECTIVE REMINDING

| procedures.
TRIAL 3: Repeat the INTERFERENCE, FREE RECALL, and CUED RECALL with SE1 ECTIVE REMINDING
procadlnes.
Trial 1 Trial 2 Trial 3
Category Cus Wiord Flc|sm|F| C|SR]JF | C|SR Word

Lik= sn Insect Spier & Spicer
Fart of the Body Foeot Foaot
Sn[!'-:ﬂins thak hiaies
Migise Bell Bell
Found in Hospitsls ‘Wheslchair Whealchair
\Weathar Phanomenan Clouas Cloucs
Fart of a Ship Amchor Anchor
Jewealny Watch ‘Watch
Weretabie Qnion onion
Ciothing West Vest
Toy Eite it
A Huminer Hine Hine
For Siting Bench Bznch
Type of Lisht Candle Candle
‘Weapon Sworc Sword
For Sewing Thread Thread

i it chen Apg lince Tomstber Tonster

| TOTAL FREE v R ] +

| TOTAL CUED | [ |

|

Tirme Trisl 3 of FCSAT Free and Cusd Recall ended: @ [ 2&:hour dock)
HH @ MM}
CopyEighit B 2007 Albert Enstels Cobsge of Madidne of Yahive Unbsarsivy. A rights rasand.
FCEAT |Form B)_en LES. 1.0 3¢ Mar 2001 Page 3ol
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and C

Appendix 7: FCSRT-IR+DR (Preclinical Alzheimer’s Cognitive Composite-5) — Form A, B,

DELAYED RECALL

Wallt 20-30 minutes afer the completion of Trial 3 of Free and Cued Recall (Le., at least 20 mirwtes bt no mose than 30
minutas) 10 3ssess Dalayed Racall. Record the clock Bme below o indlcaie the ime ™at Delayed Racall procedures
pagan. Do not LEe COUNt 00w Intarerence before Delayen Recall. Do nat provide seéactve reminging auing he

Delayed Recal procagunss.
Time FCSRT Delayed Recall began:

HH : MM}

= [ 28-hour chack)

FREE RECALL: Say: “Do you remember the words | showed you on the 4 shesats sarllsr? Tell ms &l of the

words you can remembar now, In any ondsr.”

Allow B0 secongs Tor Free Recall of af wonds. Siop Fno words hawe Deen recalied for 15 secongs. Mam (<) he
Frea Recall bowx for words frealy recalled. Proceed o CUED RECALL for each word that was oot freely recalled.

CUED RECALL: (zs nesded) Say: “Which word was _[catepory cus] 7
#llow up to 10 seconds for Cusd Recall of each word. Mark |~} the Cusd Recall box for words recaked folowing 3
cue.
Delsyed
Categary Cue Word Free Recall | Cued Recal

Lik= an Insect Spider

Part of thie Socy Fook

Something thet Makes

Hoize: Bl

Found im Hospitals Whesichair

Wensther PrEncmencn Clcauds

Part of & Ship Anchor

Jmwiry Watch

Vet bie Dmion

Clokhing West

Taoy Kite

& Numbesr Hiire

Far Sittine Banch

Type of Light Candle

Wespon Sword

| Far Sewing Thread
Kitchen Appliarce Toaster
! TOTAL FREE *
TOTAL CUED

Copyrght € 2007 Albert Enitels Colags of Maedicne of Yishlsa Unbearsiey. &1 righis resansed,
FOERT |Form B)_sn_LES_wi.0_24 Mar 3024 Paged of £
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Appendix 7: FCSRT-IR+DR (Preclinical Alzheimer’s Cognitive Composite-5) — Form A, B,
and C

FORM C

Frae and Cusd Sslectve Reminding Test — Form C
| INSTRUCTIONS

| Zay: “Mow | am going to avaluats how well you can remember some common words, First, | will show you
|16 words that |want you to remember. Each wond belongs to 3 different calegory. For axampls, Typs of

| reading maberial,’ s 3 category. | will show you the wonds four at a Hme and ask you to tsll me which word
| belongs with sach category and then to Immediabsly racall the words when | tell you thelr categories.

' Later, | will 3ak you to recall all of the words | have shown you. | will 88 you the categoriss for the words
you miss to help you recall more worda, You will have 3 fres to recall the wonds."

| CONTROLLED LEARMING |

| Prace Shedy Shest 10 front of he subjsct and say. “Thars are 4 wonds on this study shest. When | tel you a i
| category, point fo the word that is In that category and tedl me it name. Point fo_featspory cue]  and bedl i
| me EB mame.”  Perfom for each cabegory cue In the onder prasended in the {abie Delow. Mamk [+ M2 Point and
| Hame Doxes for words comecily denTiad

Eﬁemn'a'esul:lymenarrnaa}: “¥Whan | zay the category, fsll ma the nams of the word | just showed you i
| that b2 sssocisted with that calegory. Which word was _[calegory cis] 77 Pefomn for each calegory cugln |
| e omer preseried in e fable Delow. Mark (<) the Immediste Cusd Recall box for Words comectly recalled. |

I¥ the subject falls 0 recall 3 word In response 10 s cue, present e Study Sheet again, and say. “Point to
| [eatepory cus]  and tell me Hs name™ only for the wond that was missed. Then, remove the cand and s3y:
i “Which word was _[calsgory cus] 7 for the word fhat was missed.

| Fepeat CONTROLLED LEARMING for Shady Sheels 2, 3, and 4.

| General Noltes for AsrinisTration of Contrlied Leaming

' »  For Contmlied Leaming of remaining study shests 2, 3, and 4, the Insiruction may bagin dirachy with: [
“point to _[category cus] and fsil me iz nams™ |
and then directy with; i

“Which word was _[catepory cus] 7" when moving fo he Immedlate Cued Recall phase.
The FULL Intreductory statemenis [Le., “Thers are 4 words.. ™ and “When [ sy the
category...™ should only be given for the Srst study sheet

Copyright © 2007 Alben Endlets Cobige of Badiine of Yishlve Unsearaty, A1 dghts e,
FCEAT (Foims O _an_LIS: w1024 Mar 2021 Page 2 of £
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206/Protocol WN42444, Version 2



Appendix 7: FCSRT-IR+DR (Preclinical Alzheimer’s Cognitive Composite-5) — Form A, B,

and C

« 73t any point In he FCSAT the rater accidentally provides the name of the wond when Inending 1o cue with the
CHEQMY NAMe, MaEks note of ME DCCUTENCE on Me Workshast and give the participant benaft of the coutd,
awandng cred? Tor recall of hat word.

Immediate
Category Cise Waord Point lames Cued Recsill
a-footed Animal Bear
i Wiorm on Feet Skabe |Rotier Sate)
2 | A Efchen Utensil Rolling Fin
Far Cleaning Lip Broom
Esrth Formstion Vioicano
'; Transportation Trmin
J A Same Domirsoes

Something Swest to Eat

ke |Piece of Cake]

Wiorm cin the Head

Crown

= | & srape Trimngle

j Kind of Buscinge Cabin
& Flower Tukn
Tood Axe

= | For smoking Pioe

! Party Decoration Baloors
Far Camying Things Basket

Copyright © 2007 Albesnt Bnsiets Colaia of Madicne of Yishlva Univarsity. &1 rlihts resaned.

FCEAT {Foem Cf_sn_LIS_vi0_34 Mar 2021

Gantenerumab—F. Hoffmann-La Roche Ltd

207/Protocol WN42444, VVersion 2

Pags X of £



Appendix 7: FCSRT-IR+DR (Preclinical Alzheimer’s Cognitive Composite-5) — Form A, B,

and C

INTERFERENCE: Before TRIAL 1 FREE RECALL, say. “Now count backwands from 100 by 3's~ Alow the
subject 1o count Dackwands fior 20 seconds.

FREE RECALL: Say: “Teil me all the words you can remamber, In any ordar.”

Allpw o0 seconds for Free Recall of 3 wonds. Shop B no words have Deen recalied for 15 seconds. Mam |-} he F
bod for words: freefy recalied.  Proceed o CUED RECALL for each word that was nof fresly recalied.

| CUED RECALL: (asneeded) Say: “Which word was _[category cus] 77

Alow up 1o 10 seconds fr Cusd Recall of each wond, Mam |- ) e C box Tor words recailed followng a cus.

it the sunject does not comectty recall the wond foliowing s caisgory cus, 53y “The
wan_[woni] " and mark () Mie SR (e , seiective raminding) bok. Then, procead i e naxt word that
requiret cued recall When cued recall Wi salective reminging is completed, proceed bo TRIAL 2.

wWag

TRIAL X 1 ihe INTERFEREMCE, FREE RECALL, and CUED RECALL with SELECTIVE REMINDING
procedures.
TRIAL 3: Repeal the INTERFERENCE, FREE RECALL, and CUED RECALL with SELECTIVE REMINDING
Triml 1 Triml 2 Trind 3
Category Cue Wond FlC | ®|F| |5k L | 5k Wlord
4-foated Animal Benr Bear
Wiarn on Fest Skate [Roder Siate) Skate [Rodler Siate)
& Kitcher Ltens follinz Pin Rollinz Pin
For Clesning Up Broom Broom
Earth Formation Voloano ViGN
Transpariation Train Train
& Game DOminces Dominces
Somethine Sweet to Eat | Caioe [Piece of Cake] Cake [Piepe of Cale]
Wigrm on the Hesd Crowm Cromwni
& Shape Trisngle Trizngie
Kind of Building Caain Cabin
& Fizaner Tulip Tulip
Tood B Axe
For Smoking Fipe Fipe
Farty Decorstion Balioons BaBoors
[ LFar Carmyire Thires Backet Eacket
! TOTAL FREE ¥ ' +
TOTAL CUED | [ |
i
Timez Trial 3 of FCSHT Free and Cued Recallended: @ [ 24:-hour dodk)

[HH : MM

Copyright B 3003 Albern Brndbes Cobigs o Madicing of Yashivae Unbsarsiy. &l sights resanend.
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Appendix 7: FCSRT-IR+DR (Preclinical Alzheimer’s Cognitive Composite-5) — Form A, B,
and C
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Appendix 7: FCSRT-IR+DR (Preclinical Alzheimer’s Cognitive Composite-5) — Form A, B,
and C
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Appendix 8 LM I+l - WMS-IV (Preclinical Alzheimer’s Cognitive
Composite-5)— Form A, B, and C

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.

FORM A
WMS-IV Logical Memaory | & || = Form A

ical Memory | [immediate Recall

The subject listens to a story and immediately after hearing it is asked to retell it from memony.

= Say: “1 am going to read a short story to you. Listen carefully and try to remember it just the way |
say it, as dose to the same words 2s you can remember. When | am through, | want you to tell me
mwerything | read ta you. You should tell me all you can remember even if you are not sure. Resdy#

Read the story to the subject: “Anna Thompson of South Boston, employed as & cook in & schoal
cafeteria, reported st the police station that she had been beld up on State Street the night before
and robbed of fifty-six dollars. She had four small children, the rent was due, and they had not eaten
for two days. The police, touched by the woman's story, took up a collection for her ™

r Then say: “Tell me everything you cen remember abouwt this story. Start =t the beginning.”

Recording:

# Record the subject’s response below. Wiite in the subject’s recll within the lines of the segmented story
below. Or, to simplify the reconding, the exsminer may underline any wonds of the story that the subject
repezts verbatim and write in only those words that vary from the exact wording printed on the
page.

#  The words and phreses separated by diagonal Bnes in the passage represent key details of the story.
Fach detzil comectly reczlied is worth one poimt.

Aning f Thompson / of South Boston /. employed [
as 3 oook [ ina school / afetena [, reported at the police /
station / that she had been held up / on State Street f the night before /
and nebbed of fifty-six dollars £. She hiad four small children /.
the rentwas dus= /. and they had not eaten for two days /. The palice /,
towched by the woman's story /, took up a collection f for ber.
Time Logical Memory | [Immediate Recallj ended: @ [24-hour dock]

[HH : Bana)

‘Weistalar Memory Ecals-Fouth Sdition WME-N. Copyright & 2000 NCE Pesmon, ine. Reproduced by permission. A8 rights reserved
WA I LA B B (1 (Form &) _an w010 War 300H Fage i of 4
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Appendix 8: LM I+ll - WMS-IV (Preclinical Alzheimer’s Cognitive Composite-5) — Form A,
B,and C

Scoring: Detziled sooring rules are given belosw in the Story Scoring Criteria table. Record either D or 1
for each story element.

STORY SODRING CRITERIA: Logical Memory | [Immediate Recall}
Soo
Story Detsil g 1-Point Scoring Criterin
Dorl
Anna Arng or variant of the name
Thoerinson Thompson is nequired
of South Sputh (in any context)
Boston, Boston [in any context)
employed indication that she held = job
as 2 cook cook or some form of the wond fe.z., cooked) is required
in & school schvoof is reguired
cafeteria, cafeteria is requined
Rl irdication that a formal S=tement was made to someone in
f authority (in amy comtext)
at the podice pofice [in amy contet)
i mr!a.n [in any context) or 2 word or phrase denoting 2 police
St
that she had been held up indication that she had been held wup {i.e., gunpoint or knife)
on State Street Seote Street (in any context)
the night before indication that the hold-up ooourmed the previous night
and robbed indication that a robhery took place
o Pt e . indication that an amount of money grester than 549 but
) less than S50 was taken from her
S head Four Jour is required, together with an indication that the children
were hers
sl children, chitdren or 3 synonym is required
the rent was due, indication that the rent was due
and they had not eaten indication that her children or the family werne without food
- e twio d-cry:isl required or a phrase meaning sbout teo days
[e.F.. couple of days)
: word or phrase signifying one or more members of the pofice
B g cepartment {in any context)
ot indication that her story evobed sympathy
SOy,
ook up 2 oollection indication that money was collected
b b |r':|.i||=':||:|n that the money oollected was fior her or her
children
Total Score- Logical Memory [ [Immediate Recall)

‘istadar Mamory Ecale-Fourth Sditon (WAE-M. Copywight & 2000 MCE Pasmon, Indt Reiroducd by peemrission. Al fghts resersad
WWRE-IV LM | & 11 (Form A _en LS vl 0_10 War 2024 Paga £ of 4
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Appendix 8: LM I+ll - WMS-IV (Preclinical Alzheimer’s Cognitive Composite-5) — Form A,
B,and C

ical Me Il {Del Beca
Administer 20-30 minutes after completing Logico! Mamory |

Time Logical Memory i |Delayed Recall] began: : [ d-Boveer chosc)

[HH = nam]
Directicns:
* Bdminister this subtest at lezst 20-30 minutes after completion of Logical Memory L |f necess=ry,
pause or provide @ brief break to the subject to ensure that 30-30 mirutes have elapsed.

# Say, "Do you remember the story | resd to you a little while ago? | want you to tell me the story
mgpin. Tell me everything theat you can remember about the story. Start at the beginning™

F [ the subject does not recdl any story detzils, say, “The story was about & woman who was robbed. ™
Do not give any further help other than generzl enoouragement.

# HNote below whether & reminder was given and, if so, do not give a point for the comesponding story
detail during sooring.

Recordimg:

# Record the subject’s response below. Wiite in the subject’s recll within the lines of the sepmented stony
below. Or, to simplify the recording, the sszminer may underline any words of the story that the subject
repeats verbatim and write in only those words that wary from the exact wording printed on the
Page-

#  The words and phreses separated by diagonal lnes in the passage represent key details of the story.
Each detzil cormectly recalled is worth oine point.

Anna f Thompson of South Boston /. empiloyed /

as 3 cook in 3 school / cafetens f, reported / =t the police /
station / that she had been held up on State Street the night before /
and robbed f of fifty-six dollars /. She had four § smiall children S,

the rent was doe [, and they had not eaten / fior tweo days /. The paolice [,
touched by the woman’s story f, took up & collection / for her.

Remindergwen® _ = YES MO,

‘deesstait Wiy Srass-Fouth Sditen WME-A Copeignd & 2000 MCE Peasar, e Repeodosed Dy pertrdieibsni . A8 righns resinssd
WA T LM B 1 (Form A _en_US w1010 War 2024 Fags 3 of 4
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Appendix 8: LM I+ll - WMS-IV (Preclinical Alzheimer’s Cognitive Composite-5) — Form A,
B,and C

Scoring: Detailed scoring rules zre given below in the Story Scoring Criveria tobie. Record eitherDor 1
for each story element

STORY S00RING CRITERIA: Logical Memory B [Delayed Recall)
Story Detsil i 1-Puoint Scoring Criteria
Oorl
Arna Arna or variant of the name
Thomipson Thompson is required
of South South {in any context)
Boston, Boston [in any context]
employed indication that she held 3 job
as = oook ook or some form of the wond [ =, cooked) is required
in @ schoal scfwool is reguired
cafeteria, cafetaria is required
d indication that a formal sstement was made to someone in
o authority (in any contest]
at the podios pofice {in any context)
pPEF L mt'!'m [im any context) or & word or phrase denoting = police
statson
that she had been held up indication that she had been held up iz, gunpoint or knife)
on State Street Stote Street {in any context)
the night before indication that the hold-up ooourred the previous night
irdication that a robbery took place {note: do not give a
il peoirtt fior this story detail i & reminder was given)
: 5 irdication that an amount of money grester than 549 but
e Sy o lezz than 560 was taken from her
She had four four is required, topether with zn indication that the children
were hers
small children, chitdren or 2 smonym iz required
the rert was due, indication that the rent was due
and they had not 2aten indication that her children or the family were without food
two days is required or 2 phrase meaning sbout two days
il [=.g. couple of days)
- —y Z r r
Tt m:rn:l or Phﬁ?ﬂ' signifying one or more members of the police
department {in any contert)
o Pt o= indication that her Sory evoked sympathy
Sy,
bk up 2 collection indication that money was collected
i R, irbl.iiati-:nthi't the money collected was for her or her
children
Total Score- Logical Memory Il [Delayed Recll)
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Appendix 8: LM I+ll - WMS-IV (Preclinical Alzheimer’s Cognitive Composite-5) — Form A,
B,and C

FORM B

WMS-IV Logical Memory | B Il = Form B

ical Memory | [immediate Racall

The subject listens to 3 sbory and immediately after hearing it is asked to retell it from memony.
Directiors:

#  Sgy: “1 am going to read a short story to you. Listen carefully and try to remember it just the way |
sy it, a5 dose to the same words 25 you can remember. When | am through, | want you to tell me
everything | read to you. Youw should tell me all you can remember even if you are not sure. Beady®*

Read the story to the subject: “At 6:00 on Monday evening, loe Garcia of Chicago was wetching
television &5 he dressed to go owt. 8 weather bulletin interrupted the program to warn that
thunderstorms would move into the area within the next two to three howrs and remain until
morning. The announcer said the storm could bring bail and up to four inches of rin and cause the
temperature to drop by fifteen degrees. Joe dedided to stay home. He took off his coat and sat
down to watch old mowies ™

#  Then sy "Tell me sverything you can remember about this story. Start at the beginning ™

Recordimg:

#  Record the subject's response below. Winte in the subject’s recsll within the lines of the segmented story
below. Or, to simplify the reconding, the examiner may underfine any words of the story that the subject
repeats verbatim and write in only those words that vary from the ewact wording printed on the
page.

# The words and pheses separated by diagonal fines in the passage represent key details of the story.
Each detzil correctly recalied is worth oine point.

Az 600 on Monday J/ evening f. Boa= Garcia f of Chicago /
was watching television / as he dressed £ to g0 out . A weather bulletin
interrupted the program to warn that thunderstorms / would moye into the area f
within thie next two to three howrs / ard remain until moming §. The announcer said
the storm could bring hail £ and up b fiowr inches f of rain f

and cause the temperature to drop by fifteen degrees /. Joe deaded to S=y home [,

He took off his ooat / and sat down £ to watch old movies.

Time Logical Memory | {immediate Recall] ended: = [2&-hour dock]
[HH = B}
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Appendix 8: LM I+ll - WMS-IV (Preclinical Alzheimer’s Cognitive Composite-5) — Form A,
B,and C

Sronng: Detziled sooring rules are given below in the Story Scoring Criteria table. Becord either Dor 1
for esch story element.

STORY S00RING CRITERIA: Logical Memory [ [Immediate Reoall]
Story Detsil ;’T: 1-Puint Scoring Criteria
&t G0 G008 requined
on Monday Menday is required
EwEning, evaning (in anmy oontert)
Joe Jpa or variant of the name
Garcia Goroia is reguired
of Chicago Civcago is reguined
was watching television indication that be was watchingflistening to the television
as he dressed indication that he was getting dressed
to g0 out. indication that he was poing out
N anither bl indication that there was an announcement about the

weather
intermupted the program indiation of 3 break in the regularty-scheduled program
to warn that thunderstormes indicztion that there was 2 waming sbout 2 ftorm
would move into the area indication that a storm was coming
:;r: phE R e phraze mesning abowt two or three hours
and remain untid morning. indication that the storm would st=y until morming
The announcer said indication that someone was reporting about 3 storm
the storm oould bring kil indication that hail was possible
and up to four inches four inches is reguired
of rain rain is required
:::::::E the o indicstion that the temperature would drop or decrezse
bry fifteen depraes. refative decrease of 15 degress iz required®
Joe decided to stay home. indicztion that he decided to stay home
He took off his coat indicztion that he took off outer dothing
and sat down indication that he =at down
to watch old movies indicztion of viewing movies is reguired
Total Scoire Logical Memaory | [immediste Reoall)
*if the emminee mentions a temperature change without ifying increase or decreass but inciuding the comedt
e e o L e oy W

& demmease, soore: 0 F-ni'ﬂr.: for “and cause the t-:mperu'mrz i) -:ln:p."
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Appendix 8: LM I+ll - WMS-IV (Preclinical Alzheimer’s Cognitive Composite-5) — Form A,
B,and C

ical Me 11 [Deed Recall
Administer 20-30 minutes gfter complieting Legice! Mamory |

Time Logical Memory [l [Delayed Recall) began: = [ Bd-bovurr cloch)
[HH - MM}

¥ Administer this subtest ot lezst 20-30 minutes after completion of Lowical Memory 1. If neceszairy,
pause or provide 3 brief break to the subject to ersure that 20-30 minutes have elapsed.

¥ Say, “Do you remember the story | resd to you a little while ago? | want you to tell me the storg
agnin. Tell me everything that you can remember abowt the story. Start at the beginning.™

#*  if the subject does not reczll any story detzils, say, "The story was sbout 3 westher bulletin™ Do not
grve any further help other than general encoursgement.

#  Note below whether 2 reminder was given and, if so, do not give 2 point for the comesponding story
detail duning sooring.

Recording:

#  Record the subject’s response belosw. Wirite in the subject’s reczll within the lines of the segmented story
below. Or, to simplify the recording, the saminer may underfine any wonds of the story that the subject
repests verbatim and write in only those words that vary from the exact wording printed on the
PagE

# The words and phrases separated by diagonal Bnes in the passage represent key details of the story.
Each detzil oorrectly recalied is worth one point.

At 500 on Monday / evening /. o § Garcia of Chicago /
was watching belevision as he dressed / o pooout . A weather bulletin /
imermupted the program § to wam that thunderstorms / would move into the anea f
within the next two to three howrs |/ and remain untl morning |- The announcer said
the storm could brirg hail / and up to four inches / of rain f

and cause the temperature to drop f by fifteen degrees /. Joe decided to stay home f.

He took off his coat )/ and =at down 1o watch old movies.

Reminder ghen? YES (5 [=H

‘WWeshalar Misnory Ecale-Fourh Editon (AMEN Copyright & 2000 MCE Pearson, Ine. Reprodiesid by parreiiiben. AR rigots msersed
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Appendix 8: LM I+ll - WMS-IV (Preclinical Alzheimer’s Cognitive Composite-5) — Form A,
B,and C
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Appendix 8: LM I+ll - WMS-IV (Preclinical Alzheimer’s Cognitive Composite-5) — Form A,
B,and C

FORM C

WMS-IV Logical Memory | & Il = Form C

ical 1 [immedizte Recall
The subject listens to a sbory and immediately after hearing it is asked to retell it from memory.
Dire ctimrs:
F  Say: “1 am going to read a short story to you_ Listen carefully and try to remember it just the way |

say it, as dose to the same words as you can remember_ When | am through, | want you to tell me
myerything | read to you. You should tell me all you can remember even if you are not sure. Ready

Read the story to the subject: “Robert Miller was driving a ten-ton truck down = highssy at night in
the Mississippi Delta carmying eggs to Nashwville, when his axle broke. His trudk skidded off the road,
into a ditch. He was throwm agpinst the dashboard and was badly shaken. There wes no traffic and he
doubted that help would come. Just then his two-way radio buzzed. He quickly snswered, “This is
Grasshopper.™

#  Then say: “Tell me everything you can remember about this story. Start st the beginning.™

Recording:

#  Record the subject’s response below. Wiite in the subject’s recll within the lines of the sepmented story
below. Or, to simplify the recording, the examiner may underline zny words of the story that the subject
repeats verbatim and write in only those words that wary from the exact wording printed on the

page.

#  The words and phrases s=parated by diagomal nes in the passage represent key details of the story.
Each detzil correctly reczlied is worth one point.

Bohert / Miller was driving a tern-ton f truck f

dowan 3 highway / at night / in the Missizsippi / Delta /. carmying eses |
b Mashville when hiis axle / broke /. His truck skidded / aoff the road /,
imbo = difch . He wias thiroeam £ azainst the dashboand and was badly shalen [
Thers was no traffic and he doubted that help would come /.

Just then his two-way radio / buzzed /. He quickly answered J,

“This is Grasshopper.”

Time Logical Memory | [immediate Recall] ended: : |2é-hour dock)
[HEH : A

‘Weshalat Moy Soabe-Fourth Sdition [WHWE-AN). Copyright & 2000 FMGE Pasmeon,
‘Wechalar Memory Soale-Reviesd WME-R) Copwtight © 1587 NCS Pearson, Ine. Reproduced By permission. Al rights resenssed
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Appendix 8: LM I+ll - WMS-IV (Preclinical Alzheimer’s Cognitive Composite-5) — Form A,
B,and C

Scoring: Detziled scoring rules are given bedow in the Story Soorning Critera table. Becord either 0 or 1

for each story element.
STORY SCDRING CRITERIA: Logiosl Memory | [Immediate Recall]

Story Detail E’“:r"; 1-Paint Scoring Criteria

Robert Robert or 3 variant of the name is required

Ililder Millar is reguined

was driving an indication that Miller was the driver of the truck

aten-ton tem-ton is required

truck trwck is required

i i an irdication that the truck was n-l:in_g d‘ri'-Fr'-m 2 road [but
ot =0 unpaved road) or other inbercity or interstzte artery

at night an indication that it was after nightfall

ini thie Missizzippi Mizzicnippi {in army context)

Dt Delto is required

N :Ef:; ::;-:;:::F&cr with an indication that they were

o W ashille, Nashwilia {in amy context)

when his gule ol ks regquined

brolos. 2 word or phrase meaning “broke”

His truck skidded an svpression indicating that the truck was out of controd

off the road, an svpression mezning that the truck left the road

into & ditch. citch is reguired, or a word or phrase describing & ditch

He was thrown an indication that he was fordbly propelled

ag=inst the dashbosrd cdashboard or dosk is required

arec waas belly dhisech :m:ﬂp:ﬁu:flnﬂrg that he was jarmed or upset, but

Theere was no traffic a statement that no other vehicles were passing by

::_Lti:u:bd thes b a phrase eupressing doubt that someone would assist him

Just then his two~way radio an indication that he has 2 (havo-way) radio

o A any word or pl.ﬂnse indiczting 1:!1:1 an audible signal of any
type was received [sound or voice)

He quickly answered, an expression signifying that he responded by voice

“This is Grasshopper.” Grosshopper {in amy context)

Total Score- Logical Memaory | (Immediate Recall]

‘et Memory Soabks-Fouth Sdtion PAME-AT Copyight & 3008 FCE Pasmon, o
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Appendix 8: LM I+ll - WMS-IV (Preclinical Alzheimer’s Cognitive Composite-5) — Form A,
B,and C

izl Me 10 Dl Recall
Administer 20-30 minutes gffer completing Logical Memary |

Time Logical Memory [ |Delayed Recall) began: > [ 24 bt e

[HH = |

Directions:
#*  BAdministerthis subtest at lesst 20-30 minutes after completion of Logical Memory |. IF necessary,
pause or provide 2 brief break to the subject to ensure that 20-30 minutes have elapsed.

#  Say, “Do you remember the story | read to you a little while ago? | want you to t=ll me the story
mgmin. Tell me everything that you can remember about the story. Start at the beginning.™

[ the subject does not reczll any story details, say, “The story was about & man who had trouble cn
the highway " Do not mive any further help other than general encourapement.

# Note below whether 2 reminder was given and, i so, do not give 2 point for the comesponding story
detgil during scoring.

Recording:
# Record the subject’s response below. Write in the subject’s reczllwithin the lines of the segmented story

below. Or, to simplify the recording, the szminer may underfine sny wonds of the sory that the subject
repeats verbatim and write in only those words that vary from the exact wording printed on the

Dage.
# The words and phreses s=parated by diagonal ines in the passage represent key details of the story.
Each detzil comectly recalied is worth one point.

Robert / Biller f was driving / a ten-ton truck /
o = highway f at night [ n the Mississippi Deelta f, CRmying egEs [
o Mashville J, when his axle broke /. His trsck skidded off the road /,

imte & ditch . He was thirown against the cashboand and was badly shaken /.
There was no traffic and he doubted that help would come /.
Jusst then bis two-way radio [ buzzed /. He quickly snswered .

“This s Grasshopper.”

Reminder ghven? YES MO,

‘Winchalel Momory Boas-Fourth Sdilionh [WME-N). Copaignt © 2000 MCE Padimon, i
‘Wechaler Memory Soale-Rleviesd [WIME-F) Copyrighl © 1987 NCS Peamen, Inc. Raprodudsd By permasion A fghts nessied
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Appendix 8: LM I+ll - WMS-IV (Preclinical Alzheimer’s Cognitive Composite-5) — Form A,
B,and C
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Appendix 8: LM I+ll - WMS-IV (Preclinical Alzheimer’s Cognitive Composite-5) — Form A,
B,and C
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Appendix 9 Coding — WAIS-IV (Preclinical Alzheimer’s
Cognitive Composite-5) — Form A, B, and C

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.

CODING MANUAL

WAISHV Digit Symbol-Coding
Administration Instructions
# This test should be timed using a stopwatch. Accurate Bming is essential.

# The subject's performance after 120 seconds will be recorded and scored.
¥ Discontinue the test after 120 seconds.

General Direclions:

= A smocth drawing surface must be provided. I the table has a rough swfacs, the Digit
Symibod-Coding Record Form: should be placed on a oipboard or snother fiat surface.

= lse the demonsiration items to explain and ilkesirate the task fo the subject, then alow the
subject to practice by completing the sample tems. If the subject appears confused, repeat
the explanation and demonsirate e task again using the sample iterms. Proceed with the
test items only when the examines dlearly understands the task.

= [ 3 subject asks what to do if he or she makes a mistake, say. Thar's O Just keep
waorking as fast as you can. However, do not discourage a subssct from making
spontaneous comections unless he or she does so repeatedy and it mpedes performance.

= |f a3 subject cmits an item or begins to complete 3 row in reverse order (from his or her ight
to left), say, Do dhem in order. Don't skip any. Point to the first omitted #tem and say, Do
this one next

= Provide no further assistance on fis subtest except to remind the subject to continue wntl
todd to stop (if necessary).

Test Instructions:

To introduce the test, =3y Newt, Pm going fo ask you to copy some symbols.

Demonstration Hems

Place the Digit Symbod-Coding Record Form in front of the subject Point to the key above the test
iterms, and say: Look at these boxes. Each box has a numiber in the top pant (point acress the
numbers from 1 te 2) and 2 special mark in the borrom part (point across the symbols). Each
number has its own mark (point to 1 and its symbol in the key, then 2 and its symbol).

Point to the demonstration items and say, Down here. the boxes have nimbers in the top parts
but are empty in the bomom pans. You are to draw the marks that beleng in the empry
boxes. fike this.

Paint te the first demonstration item (8} and say, Here is 3 6. The 6 has this mark (point to the key
to show its comespending symibod). so I draw thad mark in the box, ke this (write the symbecl)

Point te the second demonstration #em (B) and say, Here is an 8. The § has this mark (point to
the key to show its comesponding symibod), so | draw that mark in the box (writ the symbcl).

AT Confing Manual en UE_wi & 10 Mar 2021 Page 1ofd
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Appendix 9: Coding — WAIS-IV (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Point to the thind demonsiration item (3} and say, Here is a 3. The 3 has this mark (point to the
key to show its comesponding symbol), 5o | draw that mark in the box [write te symbol).

Proceed fo the Sample ltems.

Sample ltems

Hand the subject a pen and say, Now you do these (point fo the sample items). Stop when you
get i this line {point o the heavy ine that separates the Sample tems from the Test lems)

Allow the subject to work alone on the remaining sample items. F a left-handed subject partially
blocks the key with his or her left hand while compisting the sample fems, stop the administration.
Placa an extra Record Form to the nght of the subject's Record Form. Position it so the edra key is
aligned with the key the subject’s hand is blocking Hawe the subject complete the remaining
sample items using the exira key, so he or she will b2 accustomed to the amangement when
completing the test items.

If the subject compéetes the sample items comectly, offer praise such as Yes or Right and, finafly,
How you know how fo do them.

[f the subject makes a3 mstake on a Sample lem, comect the emer immediately. Use the item to
rexview the use of the key. Contfinue to help the subject, f necessary. untd the subject comectly
completes the Sample tems. Use explanations such, You see, this is a2 9. The 3 has this mark,
=0 | draw that mark in the box (write the symbol)

Dh mot proceed with the Test Hams until the subject understands the task.

When the subject has successfully completed the Sample ttems. procesd to the Test tems.

Test ltems

Say, When | say go, do these the same way. Start here (point to the first test item), go in order,
and do not skip any. Work as fast as you can without making any mistakes unsl [ rell pou to
stop. Are you ready?

Explain further, if necessary, then say, Go. Begin Bming and allow 120 seconds.

If necessany. remind the subject to go i order and continue working. Give no further assistance.
[f the swhject is still working at 120 seconds, stop timing and say, Srop.

Visually note where the subject is en the Record Ferm when he or she is told to stop. Mark the
120-second performance on the image below by drawing a vertical line just past the last symbod
compieted when the tmer reached 120 seconds.

If & subject draws a symbol after the 120-second time Bmit has expired, write an "X over the

additonal symbal on the image below as well as on the subject's Record Form and do not count i
35 comect.

WA Coonfing Masnisad en_ LIS w010 Mar 2524 Page 7 ol 2
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Appendix 9: Coding — WAIS-IV (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Recording Performance

Indicate the subject’s 120-second performance on the image below by drawing a vertical
line just past the last symbod completed when the timer reached 120 seconds.

o
o
[
—
&l
-
o
o
1]
o

clg|Zvii|g 8|edlElr 9 5261 € B

S E|B6 (94 |Gk LSl L LV PSS 6 | BEREER

ey LR

Record the clock time below at which the Digit Symbol-Ceding test was completed.
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Appendix 9: Coding — WAIS-IV (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Use the Coding Sconng Template to score the subject's responses. Align the template so that the
coimect responses are above the subject's responses. Each test-fem number is indicated on the
scoring template

A response s scored as comect if it is comectly drawn, of if drawn imperfectly, it s dearly
identifiabée as the keyed symba. The marks do not nesd to be identical to the keyed symibod but
must be clearly distinguishable from other symbaols.

Score 1 point for each comectly drawn symbol completed within the time Timit.

Score 1 point if the subject. after realizing a mistake, spontanecusiy draws the comect symbol next
ter or on top of the incomect response.

D not nclude responses o the sampie items in the subjects score.

ltems that the subject did not atternpt (either skippad or did not reach before the time limit expired)
shiould not be counted.

I the subject completed a8 test ilems before the 120-second tims Bmit expired, record the total
number of comect symbols at 120 seconds as 135, minus any incomect or omitted symbols.

Score

Total number of comect symbols at
120 seconds:

Wickaler Ldak Inixligencs Sale - Far Ediion (WAS-IV) Copyright #2008 NCE Pessas, Inc. Adfapied wnd reprodnsed with penflimion. All dghts roscred.
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Appendix 9: Coding — WAIS-IV (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B,and C

FORM A

Coding
1 2 3 4 5 6 I 8 9
| J Al =] I - C 1) |4
Demo Sample

Form A

‘Wackaler Aduli Inizllgence Scale - Foerth Ediion (WAIS-IVL Copyrighi 8 3008 NCS Pearson, I Adwpied and seproduced wiik petifingon. All rigais roered

Gantenerumab—F. Hoffmann-La Roche Ltd
228/Protocol WN42444, Version 2



Appendix 9: Coding — WAIS-IV (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B,and C

FORM B

Coding

1 2 3 4 5 6 F 8 9
1 |4 —| A | 1 D) - C
Demi sample

6/8]3]|9 41|7|12]4/418]2|7|6|/9(3]5

Fam il

‘Wackaler Aduli Iniclbgencs Sclic - Foorth Editton (WS- IVL Copprighi & 2008 NCS Peason, Inc. Adspied and seproducod wiih potifioion. All rigalbs nocved
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Appendix 9: Coding — WAIS-IV (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B,and C

FORM C

Coding
1 2 3 4 B 6 I 8 9
== o 4 [ A Al D
Demo Sample

Form

‘Wackaler Aduli Inizllgence Scale - Foerth Ediion (WAIS-IVL Copyrighi 8 3008 NCS Pearson, I Adwpied and seproduced wiik petifingon. All rigais roered
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Appendix 9: Coding — WAIS-IV (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C
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Appendix 10 Category Fluency (Preclinical Alzheimer’s
Cognitive Composite-5) — Form A, B, and C

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.

FORM A

Category Fluency —Form A

Materials

Please make sure you have a stopwatch available BEFORE beginning this
assessment.

Remember: Time Limit = 60 seconds

General Guidelines

®* Only score responses that are relevant to the task.

¢ |f the subject makes a phonemic error e.g. guinea fig (for animals) and you
can understand what they mean, mark as Correct Response.

* |f subject corrects self or takes their comments back, it doesn’t count as a
Correct Response.

* |f subject forgets and asks what category they are on, you can remind him.

* However, you cannot correct them unless they specifically ask, i.e. don't
correct the subject unless they ask for guidance.

Category Fluency (Form A)_en_US_w1.0_23 Aug 2021 Page 10f8
[For Protocol Appendy any)
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Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Instructions to Subject
ADMINISTRATION:

Start timer after completing instructions. Write actual responses as legibly as
possible. Stop the procedure at 1 minute

Say:

I am going to give you a category and | want you to name, as fast as you can, all
of the things that belong in that category.

For example, if | say, “articles of clothing,” you could say, “shirt, tie, hat, etc.”
Can you think of other articles of clothing?

(Wait for subject to name two or three items)

That’s fine. | want you to name things that belong to another category. You will
have a minute to do this.

PROMPTS:

1. If the subject pauses for 15 seconds:

* Keep going
* What other [category] can you think of?

2. If subject gives 3 consecutive words that do not belong to the category:
(Provide this prompt only once.)
* We are now naming [category].

Category Flusncy (Fom A)en_US_v10_23 Aug 2021 Page 2016
[For Protocol Append aniy)
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Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Category: Animals

Say: Now go ahead and tell me all the different ANIMALS you can
think of. Ready? Begin. (START TIMING: 60 seconds)

0 No responses Provided Correct Correct

1. 0o |[2u o

2. o |2 0

3. 0 |= o |

a, 0O |2a O

5 O |2 u]

5. 0O |2= o |

7. 0 |22 o |

8. 0o |2s ()

9. 0O |[2e u]

10. 0O |3 =

11 0o |3 u]

12, o |32 O

13. o |[33 w]

1a. 0O |[3a =

15. O |35 ]

16. O |36 O

17. o |32 Q

18. O [3= O |

15, o |3 o |

20. O |a0 O
Category Flusncy (Fom A)en_US_v10_23 Aug 2021 Page 3008
[For Protocol Appendi ondy)
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Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Category: Vegetables

Say: Now go ahead and tell me all the different VEGETABLES you
can think of. Ready? Begin. (START TIMING: 60 seconds)

O No responses Provided Correct Correct

1 [m] 21 (=

2 O |22 o

3. o [ =

4. 0O |2a O

5 O |2s o

5. 0O |26 o |

% o |27 (=]

8. O |2s O

Q. (] 29, O

10. g |3 o |

1L 0O |3 (]

12. 0O [32 0

13. o |[33 0

14, 0O |[3a O |

15. O |[35 ]

16. O |36 O

17. o |37 o |

18. O |3s ey |

19. o |3 =l

20. 0O [ae0. 0
Category Flusncy (Fom A} en_US_v10_23 Aug 2021 Page 4 o8

(For Protocol Appendx ondy)
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Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Category: Fruits

Say: Now go ahead and tell me all the different FRUITS you can think of.
Ready? Begin. (START TIMING: 60 seconds)

O No responses Provided Correct Cormrect
% 0O |2u. (|
2. 0O |22 0
3. 0 |2 =
4. a 24, O
5 O |2s O
5. 0O |2& =7
7. o |2 = i
8. O |2s (]
9. o |2 (=)
10. O |30 -
1L 0O |3 w]
12, o 32, O
13. 0o |[33 w]
14, 0O |3 =
15. O [35 w]
16. o |3& (]
17. o |3 (=
18 =EE X
19. 0O |3 o |
20. O |aeo (m
Category Fluency (Fom A en_US_v10_23 Aug 2021 Page Sof6

(For Protocol Append ondy)

Gantenerumab—F. Hoffmann-La Roche Ltd
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Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Scoring Summary

Animals:

Total Generated Words

Total Admissible Words

Vegetables:

Total Generated Words

Total Admissible Words

Fruits:

Total Generated Words

Total Admissible Words

Bawer, WG (1980, Verbal Sumcy 15 aging and dersenta. Jourmal of Cltscal Nesrapepchalogy, 2 (1980), pp. 135146
Sermam, ., Sharman, E M S, & Speoes, O (Fda). 006} A Compendiam of New bologal Tate Ad Narma, sad
Conmeniary, Ovierd Now York, Oxford Usivcraty From i

Category Fluency (Form Al en_US_w1.0_23 Aug 2021 Page B of8
[For Protocol Append only)
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Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

FORM B

Category Fluency - Form B

Materials

Please make sure you have a stopwatch available BEFORE beginning this
assessment.

Remember: Time Limit = 60 seconds

General Guidelines

® Only score responses that are relevant to the task.

® |f the subject makes a phonemic error e.g. guinea fig (for animals) and you
can understand what they mean, mark as Correct Response.

* |f subject corrects self or takes their comments back, it doesn’t count as a
Correct Response.

* [f subject forgets and asks what category they are on, you can remind him.

* However, you cannot correct them unless they specifically ask, i.e. don't
correct the subject unless they ask for guidance.

Category Fluency (Form B)_en_US_v1 0_23 Aug 201 Page 1018
(For Protocol Appendx ondy)
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Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Instructions to Subject
ADMINISTRATION:

Start timer after completing instructions. Write actual responses as legibly as
possible. Stop the procedure at 1 minute

Say:

I am going to give you a category and | want you to name, as fast as you can, all
of the things that belong in that category.

For example, if | say, “articles of clothing,” you could say, “shirt, tie, hat, etc.”
Can you think of other articles of clothing?

(Wait for subject to name two or three items)

That’s fine. | want you to name things that belong to another category. You will
have a minute to do this.

PROMPTS:

1. If the subject pauses for 15 seconds:
* Keep going
* What other [category] can you think of?

2. If subject gives 3 consecutive words that do not belong to the category:
(Provide this prompt only once.)
* We are now naming [category].

Category Fluency (Fom 8)_en_US_v10_23 Aug 2021 Page 2008
[For Protocol Append ariy)

Gantenerumab—F. Hoffmann-La Roche Ltd
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Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Category: Vegetables

Say: Now go ahead and tell me all the different VEGETABLES you
can think of. Ready? Begin. (START TIMING: 60 seconds)

O No responses Provided Correct Correct
5 0 |2u a
2. o |2 0
3. O |23 O
4 0O |2a =
5 o |25 0
5. 0O |[2e =
7. QO |27 0o
8. O |2s 0
9. O |2e (=
10. O |30 =
1L o |3. [m]
o (32 0
a |3s 0
14, O |3a [m]
15. o |35 [m]
16. O |36 0
17. o (37 o |
18 o [3& o |
19. o |39 O |
20. 0O a0 0
Category Fluency (Foem Bi_en_US_v1.0_23 Aug 2021 Page 3 /8
(For Protocol Appendix onfy)

Gantenerumab—F. Hoffmann-La Roche Ltd
240/Protocol WN42444, Version 2



Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Category: Fruits

Say: Now go ahead and tell me all the different FRUITS you can think of.
Ready? Begin. (START TIMING: 60 seconds)

O Mo responses Provided Correct Correct
% B |z =]
2 o |22 0
3. 0 |z 0O |
I 0O |2a (]
5 o |2 (=]
5. 0O |zs o |
- A o |2z o
8. o |2s (=]
9. a |2 (=]
10. 0O |30 O |
1L Bl [ 0
12, o |32 (]
13. 0o |33 =
14, O |3a (=]
15. O [35 O |
16. o |3& O
17. 0 [ o
18. o |38 (=]
19. o |39 =
20. o a0 O
Category Fluency (Form B)_en_US_v10_23 Aug 2021 Page 4 of &

[For Protocol Append ondy)

Gantenerumab—F. Hoffmann-La Roche Ltd
241/Protocol WN42444, VVersion 2



Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Category: Animals

Say: Now go ahead and tell me all the different ANIMALS you can
think of. Ready? Begin. (START TIMING: 60 seconds)

[ No responses Provided Correct Correct
1 O |2 =)

2. 0o |22 O

3. o |23 (=

4. 0O |2a O

5 o (25 0

5. 0 |zs o |
7. = EZ2 o |
8. O |2s O

. O |2 o
10. =EE o |
11 O | =)
12, (m| 32 (=
13. o [ o
1a. 0O |3 o |
1s. =R ES o |
16. O |36 O

17. = E2 o |
18 O [3= o |
19. O |39 o |
20. (] 40. (.

Category Fussncy (Fom Bl_en_US_v1 0_23 Aug 2021 Page 5 of6

(For Protocol Appende andy)
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Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Scoring Summary

Vegetables:

Total Generated Words

Total Admissible Words

Fruits:

Total Generated Words

Total Admissible Words

Animals:

Total Generated Words

Total Admissible Words

Rasen, WG (1300). Virbad funcy 1 sging and derserda. loumad of (tracal Nearapeychalogy, 2 (1980), pp. 13- 146
Sermam, E, Shorman, E M S, & Speoen, 0. (Eda). 0006} A Compendiam of Nasspeychdogal Tots Ad Narrra, s2d
Canmentary, Otfeed, Now York, Oxford Ustvendty Pros

Category Fluency (Fom B)_en_US_w10_23 Aug 2021 Page Bofé
[For Protocol Appendx ondy)
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Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

FORM C

Category Fluency —Form C

Materials

Please make sure you have a stopwatch available BEFORE beginning this
assessment.

Remember: Time Limit = 60 seconds

General Guidelines

* Only score responses that are relevant to the task.

* |f the subject makes a phonemic error e.g. guinea fig (for animals) and you
can understand what they mean, mark as Correct Response.

* |f subject corrects self or takes their comments back, it doesn’t count as a
Correct Response.

* |f subject forgets and asks what category they are on, you can remind him.

* However, you cannot correct them unless they specifically ask, i.e. don't
correct the subject unless they ask for guidance.

Category Fluency (Form C)_en_US_v1.0_23 Aug 2021 Page 10f8
(For Protocol Appendx ondy)

Gantenerumab—F. Hoffmann-La Roche Ltd
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Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Instructions to Subject
ADMINISTRATION:

Start timer after completing instructions. Write actual responses as legibly as
possible. Stop the procedure at 1 minute

Say:

I am going to give you a category and | want you to name, as fast as you can, all
of the things that belong in that category.

For example, if | say, “articles of clothing,” you could say, “shirt, tie, hat, etc.”
Can you think of other articles of clothing?

(wait for subject to name two or three items)

That’s fine. | want you to name things that belong to another category. You will
have a minute to do this.

PROMPTS:

1. If the subject pauses for 15 seconds:

* Keep going
* What other [category] can you think of?

2. If subject gives 3 consecutive words that do not belong to the category:
(Provide this prompt only once.)
* We are now naming [category].

Category Fluency (Form C)_en_US_v1.0_23 Aug 2021 Page 20086
(For Protocol Appendy ondy)

Gantenerumab—F. Hoffmann-La Roche Ltd
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Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Category: Fruits

Say: Now go ahead and tell me all the different FRUITS you can think of.
Ready? Begin. (START TIMING: 60 seconds)

0 No responses Provided Correct Correct
1. 0O |2o o
2. 0O |22 0
3. o |= =
4. (] 24. 0O
5 o |2 o
5. 0O |zs =
7. o |27 =
8. O |2s (m
9. O |2 O
10. O |30 o |
11 O |31 o
12, (m] 32 O
13. o |33 (=)
14. O |3a (=]
1. O |3 =
16. O |36 0
17. O |37 =
18 O [3= O |
19. =R ER o |
20. 0O |40 (.
Category Fluency (Fom C)_en_US_v1.0_23 Aug 2021 Page 308
[For Protocol Appendx ondy)

Gantenerumab—F. Hoffmann-La Roche Ltd
246/Protocol WN42444, Version 2



Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Category: Animals

Say: Now go ahead and tell me all the different ANIMALS you can
think of. Ready? Begin. (START TIMING: 60 seconds)

O No responses Provided Correct Correct
1. 0O |[2u a

2. 0O |22 O

3. 0O [ o |
4. 0O |2a (m]

5 (] 25. O

5. 0O |26 =)

7. o |2 o |
8. 0 28. 0

9. () 29. 0
10. O |3 o |
11 O |3 o
12, O |32 (.
13. O |33 0
14, 0O |[3a O |
1s. = E o |
16. O |36 (=

17. Q |3 o |
18, o [3= o |
1s. = ER o |
20. 0O |40 0

Category Fluency (Fom C)_en_US_v1.0_23 Aug 2007 Page 4 of 6

[For Protocol Append onty)

Gantenerumab—F. Hoffmann-La Roche Ltd
247/Protocol WN42444, Version 2



Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Category: Vegetables

Say: Now go ahead and tell me all the different VEGETABLES you
can think of. Ready? Begin. (START TIMING: 60 seconds)

O No responses Provided Correct Correct
1. O |2 o
2. 0 |22 O
3. O |23 (=]
a. O |24 0
5 O |2s O
% O |zs o |
5 = B2 O |
8. O |2s (]
9. O |2 O
10. g |3 o |
11 0O |3 =]
12. 0 |32 o
13. = E o
14, O |3 (=]
15. O |35 o |
16. O |36 w]
17. o |3 o |
18 0O |[3= O |
19. o |[3s o |
20. 0O |ao0. O
Category Fluency (Form C)_en_US_v1.0_23 Aug 2021 Page 5 of8

(For Protocol Appendy andy)

Gantenerumab—F. Hoffmann-La Roche Ltd
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Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B, and C

Scoring Summary

Fruits:

Total Generated Words

Total Admissible Words

Animals:

Total Generated Words

Total Admissible Words

Vegetables:

Total Generated Words

Total Admissible Words

Hasem, WG (19001 Verbal fucncy i sgng and domerta. lourmad of (irscal Nearapepchalogy. 2 (19880 pp. 135 186
Sermam, . Shoman E M S, & Sproen, O (Fda ). Com) A Compendiam of Nasspeychaogaal Tote Adm Narma, sd
Canmentary, Orfeed, Now York, Oxford Ustveruty Pres

Category Fuency (Form C)_en_US_v1.0_23 Aug 2021 Page € of &
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Appendix 10: Category Fluency (Preclinical Alzheimer’s Cognitive Composite—5) —
Form A, B,and C
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Appendix 11 Clinical Dementia Rating Scale

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.

Clinical Dementia Rating Worksheet

‘This s 2 sami-sirachired inerview. Please adk 21 of thews questions. Ask 2y additional questions necessary to
determing the subjsct™s COF. Pl not mformaton from the additemal quastions.

Memory Caestions for Informant-

1. Drees ha'she heve 2 problem with his'her pemery or thmiong? O Yw OXo
la. If you, is this a consistent problem {2 opposed to ncomsistnf)? OYw OXo
2. Con bafshe recall recent events? O Usmaliy O Somatimes [T Rarsly
3. Can bofbe remamber a whort list of fms (shopping)? O Usealiy O Scmetimes [ Rarsiy
4. Has thare bean some decling in psamory during $he past year? O Yee OXo
3. Is hiwhar paepsery padred o vach 2 degres St it would have OYw OHXo

iterfered with hiv'her activities of daily life a few years ago {or
. Does he'she comspletely forget 2 major event [ag ., wp, party, O Usmally O Semstimes [ Rarsly
family wodding)) within » fow wesls of tha evemt?

7. Dwoes he'she forget pertinest detail of the major evet? O Usmally O Sometimes [ Rarsly
E. Does he'she complataly forget important informaton of the O Uszzaliy O Somatimes [ Rarclky
divtamt pant (e g, birthdate, wedding date, placa of
amploymant)y?

2. Tell me abowt soow recent svant in histher lifs that be'she shonld remenshear. (For Ixter testing. obtain
detedls such 2 location of the event, e of day, participants, how long the svent was, when it ended and
how the mbject or other participants got thars).

Within 1 weak:

Within | month

10, Crosstion 10 removed becamss i comtzms protected heald information (FEIT).

11, Whers was ba'ihe bom?

12, Wiat was the kst school bo/ihe attunded?
Haow
Pl
Grada

13, Wit was hiv'her pmain ccospationjo (or spouse’s job i subject we not soaployed)?

14 What was hiv'her East smjor job {or spowese’s job if sebject was not amployed]) 7

15, When did be'sha {or spouwss’) metire and wiy?,

All rights reserved. Copyright 2001 by Washington Universiby in 56 Louts, Missourd.

COR_sn LIS w012 Jun 2008 Page 1 o7 10
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Appendix 11: Clinical Dementia Rating Scale

Clinical Dementia Rating Worksheet

Orientadon Quesdons for Informant:

Howr often does he'the know of the axact

L

[y

=

Dieis of the Meonis?
O Usualky O Somstmes O Famely
Mlonts?
O Usualiy O Somstess O Ramsiy
¥ear?
O Usually O Sometmes O Rarsly

Doy of the Weak?

O Usnalky O Sometiss 10 Famsly

O Diom "t Eonooy

O Don "t Eonowy

O Don"t Enow

COR_sn_LIZ_wi 012 Jun 2018

Gantenerumab—F. Hoffmann-La Roche Ltd

252/Protocol WN42444, Version 2
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Appendix 11:

Clinical Dementia Rating Scale

Clinical Dementia Rating Worlksheet

Judgmear and Problem Sobrimp Qeestions for Informamt-

L

=]

In geperal, if you kad to e kisher abilibes to sobre problenss of the pressat tma, would yon comdder thams

T As good as they have sver besn

O Food, but not a5 good as befure

O Faxr

O Poaxr

O Mo abikity at all

Foxtw bivhar ability to cope with szl mes of mosey (8.5, make changs, lexnve 2 small Hp):

O No loss

O Bamis boss

0 Eavara loss

;mm}hyhlﬂt;mmmw Emencial or busmess tansactions (&7, balanss check-book, pay
1

O Mo loss

O Scone bows

O Savens loss

Cam ha'she kandls 2 bonsehold smergency (.5, plumbing lezk  wmal frs)?
O As well 2 badfore

T Weomie than before becaawe of roukls thiziong

1 Wome than befome, znofser reascn (wioy)

Cam ha'she wnderstand siations or seplmation:?

O Usmally 0O Sometimes O Ramely 0O Don"t Enow

Droas ha'the bakarne® appoopmataby [ia., in b her usual (prepsorbid) manner] = social dhuaticns and
interactions with othar peopla?

O ThaaTly O Sometimes 0 Ramcly O Don"t Enow

*This rtem rates hekavior, not appsarancs.

COR_en_LIE_ w10 12 Jum 2068 Fage 3 of 10
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Appendix 11: Clinical Dementia Rating Scale

Clinical Dementia Rating Worksheet
Community Affairs (uestions for Informant:

iomsl
1. Tsthe sehject wtill woeking? OYe OFe ONA

I not applicabla, procesd to im 4
yus, proceed toitess 3

Ene, proceed to tem 2

2. Dfid memory or thinking problenss contibets o the mbject™s dcison ot DOYwONoODE
{Question 4 is next)

3. Diows e sebject have opnificent diffculty in hivher job becaase of problams with
memory or thinking?
O Rarely or Never O Somebimes O Usually O Don't Know

Sacial

4. Did ha'she aver &mve a car? O%a OMa
Do i sofrject drive 2 car now? OYe ONRa
oo, it this becase of memory or thinking preblees? O Y O Mo

. Ifbe'she is still doving, ame there problems or ridks becamse of poor Sinkmg? OYea OMo

*§. Is hafthe sble io independanity shop for meedsT

2 Fazaly or Mewer [ Bomstmes O Wsnalky O Den't Eoow
| Mot 1 S acarerwaiad o s B Brded cumbar
e it e

[i™F1]

7. Isbefthe able to independantiy carmy out actevitios outside the homea?
[ Ezmely or Mewar [ Scmetmes O Tmally [0 Don’t Enowr
Fiwamdly Xabi o parforn [Limdid andor mates,  (veenngid
e iSE aichor basip) ag-

e e e aoivtar 4.
EHaSNQ CTE 0 by wWrng
pater}

E. Ishefthe takem to socia] fencions outiids a fumdly heme? O Y. OMo
If no, why not?

5. Would a casmal chearver of the subject’s behanor think the tubject was M7 OYw OMo

1. Ein mrung bome, does he'the participate wedl i wocial functions {Exnking)? O Yo O Mo

INMPOETANT:

Lz thaze emough mfcrrmbtion svadhble to e the subject’s leval of icpairment = comrmumity affairs?

I oot pleaze probe farther,

Commyunity Affzry: fouch s going to church, visitmg with foemds or family, poliical acthvities, profsasional
orsanizxtions wuch as bar association, othar professiona] grompa, social chobs, service organizations, educational
e

*Flease add nodes if needed to clardfy smhject's level of fumctonizg in tids area.

COR_en_UE_wi0_12 Jun 2098 Page & al 10
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Appendix 11: Clinical Dementia Rating Scale

Clinical Dementia Rating Worksheet
Home and Hobbies (Jmestions for Informame:

la. Wiat changss have occurmed in bivher abilities to parform honsehold chomas™

Ib. What can ha'the will do wall?

Za What chamges bave ocowmed in bis'her abilities to perform: bobhies?

b What can ha'the w6l do wall?

3. @ inoursing homw, whet can be'she no leager do well {F and )T

Evervday Activities (Blemed):
Mo Lons Sevars Loss
4. Ability to parform bensabold tasks [H] ] I
Pleaso describa:

5. s ha'she akls to parform boawbold chomes at the level of
(Pock one. Informant does not need 1o be asked dizecily).

E:I - E]E -
{Porforms simple actvitios, much 2 maiing a bed, onby with prech mparvision)

O
{Wrth some supervision, washes dishes with accepble cleanliness: sets abla)
(Cpamzies applEances, such as a vecoum cleaner; preparss dmple meals)

[ Fanctoms in usml activitiss bt not at nsal level

E]i IE - . I . .-

IMPORTANT:

Iz theroe amoegh information avaihble to mk the sabject’s el of ipairment im HOME & HOBBIES?
I not, please probe farther.

Eamxp.il:inn‘ftir.: Eh:r.!u.l mmmmmgmmwwmmm
car madmtanamcs, and basic home repair.

Hobhies: Sewing painting, handirmafis, reading, entertaining, photograply, pardening, going to theater or
wymphony, woodworking, participation in sports.

COR_sn_UE_wil_12 Jus 2098 Pags 5 ol 10
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Appendix 11: Clinical Dementia Rating Scale

Clinical Dementia Rating Worlksheet

Persomsl Care Cuestions for Informant:

¥kt is your sstimate of kis'her mensal ability in the following aneas:

Oezasmnally Wrong segueencs
misplaced ttoms, commonky
Uinaided abe. forgotsn Mo Unahble to dress
A Dmssizg a 1 1 3
(Blessad]
Somotimes nesds  Always or naarky
Unasded Musads procapting balp always meeds help
B. Washing, grooming L L : 3
Cleanky, propar Has to be fod
usnsils Moudly; spoon Simmls solids completuly
(. Eating habit 0 1 1 3
Mormal complete Ccoassozally weitt Froguanthy wek Doubiy
comtro] bed beed mconfnant
D. Ephincher contral a 1 3 3
(Blossad)
* A box-soom of 1 can be considered if the wobject’s pertcnal cars & impaired
Froes a previons ksl even if they do net recsiws prompting.
COR_en_UZ_vi0 12 Jun 2018 Page 8 ol 10
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Appendix 11: Clinical Dementia Rating Scale

Clinical Dementia Rating Worksheet

Memory Cestioms for Subject-

1. Do yoo bave problses wnth memory or thinkmg?

O e [0 0

I A fewmopsants age your (spousa, etc) told me a for mecent axperiences ez kadl Wikl you tell ma

somathing ahowt thoseT (Prompt for demils, if neoded vach as location of the cvent, time of day,

participant:, how long the ovent was, when it ended and howr the subject or other participamts got theea).

Within | weak
1.0 = Largaly comect
0.5 — Partally comect
0.0 = Largely mcomect

Within | month

1.0— Largaly comect

0.5 — Partially comect

0.0 — Largsly mcomect

3 [will give you anams and addmss to remember for a fow miwetes Repeat thiv name and address aftor nw:

[Bepsat untl the phrass &5 comectly repsated or to 2 maxiomm of frss: mals).

Elaranis 1 z 3 4 5
Tokm Broam, 41 Melakut Chicago
Sooan,
Tokm Bromm, 42 Biarkut Chicagn
Eireet,
Tokm Browm, 42 Melarkut Chicage
Cireat,
(Undarling clopsants repaated comeddy in sach mial).
4. Cruestion 4 reenoved becamse It contrins protecied health mfcrmation (FHI),
5 Whars wrare youa bom?
6. What was the Bst school you amended?
Name
Place Grade
T. ket was your main ccoepaton job (or sponss if not smployed)?
£ What was your last pajor job {or spouss if not employed)?
2. Whan did you {or spomse) retire and whoyT
10. . Eepeat the zame and address I asked you to ramamber-
Elarants 1 2 3 4 3
Tobm Eirowm, 42 Mlarkea Chicagn
Strest,
(Cnderine slements repeated correctyl
COR_sn_US_wi0_12 Jun 2078 Fags 7 al 10
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Appendix 11: Clinical Dementia Rating Scale

Clinical Dementia Rating Worksheet

Orieninton (Juestons for Sebject:

Eocord the subject’s ammar verbatie for each question

What is the date todmyT

O commect [ Incormact

What day of the weak is #7

O commect [ Tncomect

Whar is the month?T

O commect [ Incormect

Wzt is the year?

O Cammect [ Incormact

Wkt is the namg of this placa™

O commect [ Incomect

What fown or cEy are we nf

O commect [ Incomect

What tme is 17

O cammect [ Incamect

Diogs the sebject kmowr who te inforesant & (= your udgment)?

O Commect [ Incomect

COR_en_UIS_vi0_12 Jun 2078
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Appendix 11: Clinical Dementia Rating Scale

Clinical Dementia Rating Worksheet
Judgment and Problem Sobrimp Caestions for Subject:
Instructions: If inifia] msponse by mbject dows not marit a gradse 0, prew the matier to identify the mbject’s
best nnderstending of the problems. Circle neamest response.
Shmilarities:
Exzompla: “How are 2 pazcil and pen alike? {emitng inshroments)
Hewr are these things alie™” Subject’s Essponsa
L tumip... .. caaliflowe

@= .
{1 = sdihle foods, lving things, can be cocked, sic)
{2 = pmwers not pertinent; difforances:; by them)

2 deak.....] bookcass

{0 = formiiurs, office fimmitrs; both bold books)
{1 =woodsm, Jags)
{2 = not partinant, diffemmcus)

Differemces:
Exeoaple: “What is the diffencs betwssn sugar and vinegar? (pwest vi. sour)

Wikt is tho differsmce bermesn thets thingsT™

{l = ona delibsrate, ome nxinteaticaal)
{1l = ome bad e other good — or sapladns onfy oma)
{1 = amything else, smmlartien)

{0 = natural - artificiall}

{2 = amything slsa)
Caloulations:
5. Howmery nidkek in 2 dollar? [ Cormect [ Icomect
& - How maory quasters in $£.757 O Comuct [ Incomct
7. Ssbmact3 from 1 and keep mubtmctng 3 Fom
wach new nember all the way down O comect [ Incomct
Judpment:
£ Upon amriving in & strange city, how wonld you locate 2 fricnd that you whshed to see?
{0 = oy & telephons book, city directory, Intemet wearch, call & oortual friend}
{1 = call the palics, call oparaior {uswally will not give addres)
{2 = o clear responss)
9. Evbject’s assecument of disability and station in life and undersanding of why be'tha i
preaant af the exarsination. (may have covered, bt ras hara):
O Good Insight [ Partial Insight [ Lesio Iight
COR_sn_UE w013 Jus 2018 Fage Dol 10
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Appendix 11: Clinical Dementia Rating Scale

CLINICAL DEMENTIA RATING (CDR)

may have geographic
disorientation elsewhers

place

I CLINICAL DEMENTIA
RATING [CDR]: ﬂ 0'5 1 2 3
Impamment
MHone Questionable Mild Moderate Severs
a 0.5 1 2 3
Mo memaory loss or slight Consistent slight Moderate memory loss; Severe memory loss; only | Severe memory loss; onty
Memary inconsistent forgetfulness forgetfulness; partial meore marked for recent highly leamed material fragments remain
recolection of exents; events; defect interferes retained; new material
"benign” forgetfulness with everyday activities rapidly lost
Fully onented Fully oriented except for Moderate difficulty with Severe difficulty with time QOriented to person only
slight difficulty with time time relationships: oriented | relationships; usually
Onentation relationships for place at examination; disariented to fime, often to

Judgment & Problem

Solves everyday problems
& handles business &
financial affairs well;

Shght impairment in
solving problems,
similarifies, and differences

Moderate difficulty in
handling problems,
simiarities, and

Severely impaired in
handling probiems,
similarities, and

Unable to make judgments
of solve problems

Community Affairs

Solving judgment good in relation differences; social differences; social
to past performance judgment usually fedgment usually impaired
maintained
Independent function at Shght impaiment in these Unakble to function Mo pretense of independent function outside home
wusual level in job, activities independently at these A r= well enouth ko be ars too ill to be tzken
shopping, volunteer and actvities although may still mimn funclions Dgu‘I!-idE ;:?fll:.'l‘:mﬁuns oulside 3

Home and Hobbies

social groups be engaged in some; 2 family home family home
appears normal bo casual
inspection
Life at home, hobbées, and | Life at home, hobbies, and | Mild but definite Oinly simpée chores Mo sagnificant function in

intellectual interests well
maintained

intelectual interests slighthy
impaired

impairment of function at
home; more difficult chores
abandoned; more
complicated hobbies and
interests abandoned

preserved; very restricted
interests, poorly
mamntained

home

Personal Care

Fully capable of s=if-care

Meeds prompting

Requires assistance in
dressing, hygiene, keeping

of personal effects

Requires much help with
personal care; frequent
incontinence

Score only as decline from previous usual level due to cognitive loss, not impairment due to other factors.

COR_en_US_v1.0_12 Jun 2018
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Appendix 11: Clinical Dementia Rating Scale
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Appendix 12 Amsterdam Instrumental Activity of Daily Living
Questionnaire-Short Version (A-IADL-Q-SV) Participant Version

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.

DL G -]
Copymight of Tie Azneimer Canter of e VU University Medical Center

@ Alzhstirrwer Center Amsterdaen . .
\ Arrtarmers L This document is CONFIDENTIAL

Instruction (PY We begin with the questionnaire (0) -~~~ .~
The questions relate to prodlems In your day-to-day ife in the past 4 weeks. This would Invoive prodlems
caused by diiculiés with your memory, attention, planning, thinking or language.

The questions consist of two parts: a main question and a follow-up question.
vwmmmmmmm(ewemummawsmmmy
If you camed out the activity in the past 4 weeks, answer * yes * and continue with the follow-up
question " If yes * (exampie question 1A).
If you did not camry out the activity In the past £ weeks, answer ' no " and confinue with the follow-up
question " If no * (exampie question 1B).
If you don't know whether you have camied out the activity, answer * don't know' and continue to the
next main question.

Example
Man question
1. Did you read a book?

y .,“. E 2
2> no
2 dontknow (continue to the next main question)

Folow-up question yes'
If yes,
1A. Did you find It more GfMcult to read a book than you had In the past?
2 no
< yes, slightty more cificult
o yes, more difcuit
2 yes, much more aiicult
> yes, | am no longer able to perform this task

Fotioa-up queston 'no’
If no,
1E. | &id not read a book for the foliowing reason;
O | was no longer abie to do so due to difficulties with my memory, planning, or thinking
2 1'was no longer abie 10 00 $0 due t my physical prodlems
2 1have never gone that before
2 Other, please state

Piease read each question carefully. Choose the answer that best describes the actual situation.
Occasionally, It may be difficult to choose the best answer. In these cases, choose the answer that comes
nearest. Try not to spend too much time thinking about each question. Your first reaction Is probably the
Amsterdam LADL Questionnaire © Copyright of VUmMC Alzheimer Center

satonpot - u‘am scupied Pom Map version of 21 Nov 2078
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Appendix 12: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Participant Version

Important: Pages are printed on both sides.

most accurate. Press “next” 1o start the questionnaire. By pressing “Dack™ you return o the previous
question (0)

Amsterdam IADL Questionnaire © Copyright of VUmMC Alzheimer Center

ArstardenAlL seteepot = Usitns StwtenErglah - scupted Fom Map verwos of 21 Now 208
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Appendix 12: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Participant Version

Imporant: Pages are printed on both siges.

‘!.Didyoumyouthouseholddnores?

e DQsT 4 weons

o Yes '
o No
O Don know (continue with question 2)

If yes,
1&mrwmnmmmmmmmmmwmuwl?
o No
o Yes, slighty more difficult
o Yes, more difficuit
o Yes, much more difficuit
o Ys.lmmmlgefablewpeﬂumwm

If no,
1B. | aid not carry out househoid chores for the folowing reason;
o |'was no longer abie to do s0 due to aiMculties with my memory, pianning. or thinking
o |was no longer abie to do s0 due to my physical problems
o | have never done that before

o Ofher, please state

2. Didy_oudome__sh_opphg?

2 Yes
2 No
2 Don1 know (continue with question 3)

If yes,
2A. Did you find It more Gificust to do the shopping than you had In the past?
o No
o Yes, slightly more dificuit
o Yes, more difcut
o Yes, much more difficult
o Yes, | am no longer able to perform this task

If no,
2B. | aid not do the shopping for the following reason;
o | was no longer able to do so due to aificuities with my memaory, planning. or thinking
o | was no longer able to do so due to my physical problems
o 1 have never done that before
o Ofther, please state

Amsterdam |ADL Questionnaire © Copyright of VUG Alzheimer Center

Assaterdes-lALL set-epot - Ustnd Steten/Eoglah — scapted o Wap sermos of 21 Nov J0'8
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Appendix 12: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short

Version (A-IADL-Q-SV) Participant Version

Important: Pages are printed on both sides.

?.Oidyoubuyﬂieeoructiumsu‘hendoimtlnshopping?
oves

2 No

O Dontknow (continue with question 4)

It yes,

3A. DId you find It more aifMcust to buy the correct items than you had In the past?
No

Yes, sightly more aimcust

Yes, more amcul

Yes, much more dificut

Yes, | am no longer abie to perform this task

no,
3B. | &d not buy the comect items for the following reason;

1 was no longer able 1o 0o 50 due to difficulties with my memory, pianning, or thinking
1 was no longer abje 1o 00 §0 due to my physical prodlems

| have never gone that before

Ofther, please state

| 00000

000

4. Did you do the cooking?
D ————

D No

O Don know (continue with question S)

if yes,
4A. D you find it more difficuit to do the cooking than you had in the past?
o No
o Yes, sightly more aimcust
o Yes, more aifmcult
o Yes, much more difficult
o Yes, | am no longer able fo perform this task

if no,
45. | did not do the cooking for the folowing reason;
o 1'was no longer able to 0o 50 due o dificulties with my memory, planning, or thinking
o |1'was no longer able 10 00 50 due to my physical prodlems
< | have never done that before
o Ofher, please state

Amsterdam LADL Questionnaire © Copyright of VUmC Alzheimer Center
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Appendix 12: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Participant Version

Imporiant: Pages are printed on both sides.

5. Did you prepare sandwiches?
T S —— cast & meeks

2 No
O Dont know (continue with question 6)

If yes,
SA. Did you find It more aifficult to prepare sandwiches than you had In the past?
No

Yes, sightly more afficuit

Yes, more aifficult

Yes, much more difficuit

Yes, | am no longer abie to perform this task

ifno,
SB. | have not prepared sandwiches fof the following reason:

1'was no longer abie o 4o 50 due to difficulties Wwith my memory, pianning, or thinking
1 was no longer able 10 do 50 due to my physical prodlems

I have never done that before

Other, please state:

00000

0000

6. Did you make minor repairs to the house?

O Yes
D No
O Don know (continue with question 7)

If yes,
6A. DId you find It more Gfficust to perform mInor repairs to the house than you had In the past?
No

Yes, sightly more aifficust

Yes, more aifficult

Yes, much more difficut

Yes, 1 am no longer able 1o perform this task

00000

no,
6B. | have not performed minor repairs 1o the house for the following reason;
1 was no longer able 1o do §0 due to difficulties with my memory, planning, of thinking
1 was no longer able 10 00 50 due to my physical prodlems
I have never done that before
Other, please state

0000

Amsterdam IADL Questionnaire © Copyright of VUmMC Alzheimer Center
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Appendix 12: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Participant Version

Imporant: Pages are printed on both sides.

7. Did you use household appliances?

D Yes
2 No

2 Donlknow (continue with question 8)

=

yes,
7A. Did you find it more Gifficuit to use househoid appilances than you had In the past?
No
Yes, sightly more @mcust
Yes, more Gmcul
Yes, much more difficut
Yes, | am no longer abie 1o perform this task

no,
7B.1aid not use household appliances for the following reason;

1 was no longer able 10 do $O due to difficulties with my memory, planning, or thinking
1 was no longer able 10 60 50 due to my physical prodiems

| have never done that before

Other, piease state

X 00000

000

8. Did you use the microwave?
S ares past & weeks

2 No

O Donknow (contihue with question 9)

If yes,

8A. Did you find It more aficuit to use the microwave than you had In the past?
No

Yes, sightly more afficuit

Yes, more aifmcul

Yes, much more difficut

Yes, | am no longer able to perform this task

no,
8B. | &id not use the microwave for the following reason;
1 was no longer able 1o do so due to difficulties with my memory, planning, or thinking
1 was no longer able 1o do 50 due to my physical prodlems
I have never gone that before
Other, piease state

X 00000

0000

Amsterdam IADL Questionnaire © Copynight of VUmMC Alzheimer Center
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Appendix 12: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Participant Version

Imporant: Pages are printed on both sides.

9. Did you use the coffee maker?
O,Y_,“_' - - - Mudal € WUCURS

2 No

O Dontknow (continue with question 10)

if yes,
SA. Did you find it more Gificult to use the coffee maker than you had in the past?
No

Yes, sightly more aifficuit

Yes, more aifficult

Yes, much more difficuit

Yes, | am no longer able to perform this task

If no,
9B. 1 @ not use the coffee maker for the following reason;
I was no longer abie 10 60 50 due to diiculties With my memory, pianning, or thinking

1 was no longer able 1o 00 $0 due to my physical prodiems
| have never done that before

Other, piease state

00000

©000

10. Did you use the \nshmg maehme"

i
No
Dont know (continue with question 11)

QOO0

If yes,
10A. Did you find it more difficult to use the washing machine than you had In the past?
No

Yes, sightly more amicuit

Yes, more affcult

Yes, much more dificut

Yes, | am no longer abie 1o perform this task

no,
108. | did not use the washing machine for the following reason;

1 was no longer able 1o 0o s0 due to difficulties with my memory, planning, or thinking
1 was no longer able 1o do §0 due to my physical prodlems

I have never done that before

Ofher, piease state

X 00000

0000

Amsterdam IADL Questionnaire © Copyright of VUmMC Alzheimer Center
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Appendix 12: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Participant Version

Important: Pages are printed on both sides.

11. Did you pay your bills?

This quesin relees 0 e pact 4 weeka

2 No

O Don know {continue with question 12)

if yes,
11A. Did you find it more Afficult to pay your bilis than you had In the past?
No

Yes, sightly more dificut
Yes, more aftcut

Yes, much more difficust

Yes, | am no longer abie to parform this task

ifno,
118. 1 did not pay my bilis for the foliowing reason;

I was no longer abie to 00 50 due to dMculties with my memory, pianning. of thinking
1 was no longer abie to 00 s0 due to my physical problems

I have never done that before

Other, piease state

0000

0000

12. Did you use a cell phone?

T e sion e past § weeks

2 No

O Don know (continue with question 13)

ifyes,
12A. Did you find it more dificult to use a cell phone than you had In the past?
No

Yes, sightly more aifficust

Yes, more aicult

Yes, much more difficuit

Yes, | am no longer able 1o perform this task

no,
12B. | did not use a cell phone for e following reason;
I was no longer able to 0o 50 due to difficulties with my memory, planning, or thinking

I was no jonger able to 0o 50 due to my physical prodlems
I have never done that before

Ofther, please state

| 00000

0000

Amstercam IADL Questionnaire © Copyright of VUME Alzhedmer Center
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Appendix 12: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short

Version (A-IADL-Q-SV) Participant Version
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13. Did you manage your paperwork?
o ates 10 the past 4 weeks

2 No

O Don know (continue with question 14)

If yes,
13A. Did you find it more difficuilt to manage your paperwork than you had in the past?
No

Yes, sightly more @fcust
Yes, more afficult

Yes, much more difficuit

Yes, 1 am no longer abie o perform this task

no,
135. | did not manage my paperwork for the foliowing reason;

0000

o 1'was no longer abie 10 60 $0 due to dificulties with my memory, planning, or thinking
o 1'was no longer able 1o G0 50 due to my physical prodiems

o 1have never done that before

o Ofher, please state

T D YOW U OB S
o>ves

2 No

O Dont know (continue with question 15)

If yes,
14A_ Dig you find It more difficult to use online banking than you had In the past?
No

Yes, sightly more aiffcust

Yes, more aimcul

Yes, much more difficuit

Yes, | am no longer able 1o perform this task

no,
145. 1 did not use online danking for the following reason;
1 was no ionger able 10 do s0 due to difficulties with my memory, planning, of thinking
1 was no longer able 10 60 50 Gue to my physical prodiems
| have never done that before
Ofher, please state

% 000 0O

0000

Amsterdam IADL Questionnaire © Copynight of VUmc Alzheimer Center
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15. Did you use a PIN code?

2 Yes

2 No

2 Don know (continue with question 16)

Iryes,

| 00000

0000

15A. Did you find It more difficult to use a PIN code than you had In the past?
No

Yes, sightly more aifmcust

Yes, more amcult

Yes, much more difficuit

Yes, | am no longer able to perform this task

no,

158. 1 did not use a PIN code for the following reason;

1 was no longer able 1o do s0 due to difficulties with my memory, planning, or thinking
1 was no longer able 10 0o 50 due to my physical prodlems

| have never done that before

Other, piease state

16. Did you withdraw money from a cash machine (ATM)?

2 Yes

2 No

2 Donknow (continue with question 17)

Iryes,

| 00000

0000

no,

16A. Did you find it more difficult to withdraw the correct amount from a cash machine (ATM) than
you had in te past?

No

Yes, sightly more aifmcust

Yes, more aifficul

Yes, much more diicutt

Yes, | am no longer abie 10 perform this task

168. | have not witharawn money from a cash machine (ATM) for the following reason;
1 was no longer able 10 00 50 due to difficulties with my memory, planning, or thinking
1 was no longer able 10 ¢o 50 due to my physical prodlems

I have never done that before

Other, please state
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Appendix 12: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short

Version (A-IADL-Q-SV) Participant Version
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17. Did you pay with
e
2 No

?

O Don know (continue with question 18)

00000

0000

Q00

if yes

00000

0000

no.

no.

Y?inmmwummmpaymmmmmmmm?

No
Yes, sightly more aifcust
Yes, more afficult

Yes, much more dificut

Yes, 1 am no longer abie to perform this task

178. 1 did Not pay with cash for the following reason;

1 was no longer able 1o 3o §0 due to dificulties with my memory, planning, or thinking
1 was no longer able 1o 4o 0 due to my physical prodlems
I have never gone that before

Other, please state

18. Dtdyou mdt_e__appqinmnts?
No
Don’t know (continue with question 13)

18A. DId you find It more difcult to keep appointments than you had In the past?
No

Yes, siightly more aimcust

Yes, more aifficult

Yes, much more difficuit

Yes, | am no longer able to perform this task

188. | did not make appointments for the following reason;

1 was no longer able 10 0O 50 cue 1o diMculties With my memory, planning. or thinking
1 was no longer able 10 0o 50 due to my physical prodiems

I have never gone that before

Other, please state
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19 Dudyouﬁll in founs'?

2 Yes
2 No
O Donl know (continue with question 20)

If yes,

19A. Did you find it more difficult to fill In forms than you had In the past?
No

Yes, sightly more amcust

Yes, more Gmcul

Yes, much more difficuit

Yes, 1 am no longer abie 1o perform this task

no,
158. | did not flll In forms for the following reason;
1 was no longer able o 00 s0 Gue to difficulties with my memory, pianning, or thinking
1 was no longer able 1o 0o s0 due to my physical prodlems
1 have never done that before
Ofther, please state

X 00000

0000

20 Ddyouwak"

5 Yes
2 No
O Don know (continue with question 21)

If yes,

20A. Did you find it more difficult to work than you had In the past?
No

Yes, sightly more aimcust

Yes, more aiffcult

Yes, much more difficut

Yes, | am no longer able fo perform this task

no,
208. | did not work for the foliowing reason;
1 was no longer abie 10 60 50 Gue to diMculties With my memory, planning. of thinking

1 was no longer able 10 0o 50 due to my physical prodlems
I have never done that before

Other, piease state

X 00000

0000
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21 Dldyouuseaoon'puter"

2 Yes
2
2 Don‘tmo-[oormuemqmzzj

If yes,
21A. Did you find it more difficuit to use a computer than you had in the past?
No
Yes, sightly more aifficust
Yes, more aifficult
Yes, much more difficuit
Yes, | am no longer abie 10 perform this task

no,
21B. | did not use a computer for the foliowing reason;

1 was no longer abie 1o do 50 due to difficulties with my memory, planning, or thinking
1'was no longer able 10 00 50 due to my physical problems

1 have never done that before

Other, please state

X 00000

0000

22 Dndyouusee-mal"

> Yes
2 No
O Dontknow (continue with question 23)

If yes,

22A. Did you find It more difcult 1o use e-mall than you had In the past?
No

Yes, sighty more amcust

Yes, more amcutt

Yes, much more dimcut

Yes, | am no longer able 10 perform this task

no,
228. | did not use e-mall for the following reason;
1 was no longer able 10 00 $0 due to diMculties with my memory, pianning, or thinking

1 was no longer able to 0o 50 due to my physical prodlems
I have never gone that before
Other, please state

X 00000

0000
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Appendix 12: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
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23. Did you print documents?
S —

2 No

O Dontknow (continue with question 24)

If yes,
23A_ Did you find It more dificult to print cocuments than you had in the past?
No

Yes, sightly more amcust

Yes, more adfcult

Yes, much more diffcut

Yes, | am no longer able 10 perform this task

it no,
238. 1 did not print documents for the following reason;
o 1was no longer able 1o 00 50 Gue to diMculties With my memory, pianning, or thinking
o 1was no longer able 10 60 50 due to my physical prodiems
o 1have never cone that before
o Ofher, please state

00000

O DonY know (continue with question 25)

If yes,

24A. Did you find It more difficult to use electronic devices than you had in the past?
No

Yes, sightly more aificust

Yes, more aifmcult

Yes, much more difficuit

Yes, | am no longer able to perform this task

ifno,
245. | did not use electronic devices for the folowing reason;

00000

o 1was no longer abie 10 00 50 Gue to difMculties with my memory, pianning. or thinking
o 1was no longer able 1o 60 $0 due to my physical prodlems

o | have never gone that before

o Ofther, piease state
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@.DHMMMMMW?
-y ates 10 the past 4 weeks

2 No

O Donknow {contnue with question 26)

If yes,
25A. Did you find it more difficult to use the television remote control than you had in the past?
No
Yes, sightly more aifficust
Yes, more aifficult
Yes, much more difficuit
Yes, | am no longer abie 1o perform this task
no,
255. | did not use the television remote control for the following reason;
1 was no longer abile 10 0o 50 due to difficulties with my memory, pianning, or thinking

1 was no longer able 10 00 50 due to my physical prodlems
1 have never done that before

Other, please state

] 00000

0000

O Dontknow (continue with question 27)

ma
26A. Did you find it more dificult to play card and board games than you had In the past?
No
Yes, sightly more aifficust
Yes, more afmcult
Yes, much more diffcutt
Yes, | am no longer able 1o perform this task

no,
26€85. | did not piay card and board games for the foliowing reason;

0000

=

o 1'was no longer able 10 00 50 Gue to AIMCulties WIth my memory, planning. or thinking
o 1'was no longer able 10 60 50 Gue to my physical prodiems

o 1 have never gone that before

o Oftnher, piease state

Amsterdam IADL Questionnaire © Copyright of VUmc Alzheimer Center

satveport - Ustnd Steten/E-giah — scapted Form Mup vormos of 21 Now 200
O " D AT AL el Wt Al (et e

ALADLG-SV Selteopon_sn_US_v1 0_3% Mar 2021 Page 15 o 17

Gantenerumab—F. Hoffmann-La Roche Ltd
276/Protocol WN42444, Version 2



Appendix 12: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short

Version (A-IADL-Q-SV) Participant Version

Important: Pages are printed on both sides.

27. Did you drive a car?
S ——

2 No

O Don know (continue with question 28)

If yes,

27A. Did you find it more dificult to drive a car than you had In the past?
No

Yes, sightly more @mcust

Yes, more amcult

Yes, much more difcut

Yes, 1 am no longer abie 1o perform this task

00000

it no,
278. 1did not arve a ¢ar 10r the following reason;

1 was no longer able 10 00 S0 due to difMculties with my memory, planning, or thinking
1 was no longer able 10 00 $0 due to my physical prodlems

I have never one that before

Other, please state

0000

b Did_)_vp_u use GPS (l_l_avigdion system)?
- tes past 4 weeks

No

Dont know (continue with question 23)

oooyy

If yes,

28A. Did you find it more difficult to use GPS (navigation system) than you had In the past?

No
Yes, sightly more affcut

Yes, more Gmmcult

Yes, much more difficut

Yes, | am no longer abie 10 perform this task

if no,
288. 1 did not use GPS (navigation system) for the folowing reason;

| was no longer able 10 do s0 due to diMiculties with my memory, pianning, or thinking
1 was no longer able 10 00 s0 due to my physical prodlems

| have never done that before

Other, piease state

00000

0000
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?S.Didyouuseptblictnnsput?
. stes ast & weeks

2 No

O Don know (continue with question 30)

If yes,
29A_ Did you find it more difficult to use public transport than you had In the past?
No

Yes, sighty more aifficust

Yes, more aifficult

Yes, much more diffcut

Yes, 1 am no longer abie to perform this task

no,
238. | did not make use of public transport for the following reason;

1 was no longer able 10 60 0 due to diMculties with my memory, pianning, or thinking
1 was no longer able 10 60 50 due to my physical prodiems

| have never gone that before

o Ofher, please state

X 00000

000

f_bO.Didyouusen}edcaﬁon?
o ates 1o e cas :
O No

2 Donlknow

If yes,
30A. Did you have more troudie being responsidie for your own medication than In the past?
No

00000
<

Yes, | am no longer able 1o perform this task

Thank you for completing this questionnaire!
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Appendix 13 Amsterdam Instrumental Activity of Daily Living
Questionnaire-Short Version (A-IADL-Q-SV) Study Partner
Version

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.

IADL Q- = 3hort verzion ©
Copyright of the Azheimer Certer of the VU University Medical Center

U ma ey
VUmc (‘;’ R

Instruction

The questions relate 1o probiems In day-to-day ife of your pariner, relative or friend In the
past 4 weeks. This would Involve prodlems caused Dy affcutties with thelr memory,
attention, planning, thinking or language.

The questions consist of two parts: 3 main question and a follow-up question.

You always start with the main question (exampie question 1). This question is about an

actty.

- If he/she camied out the activity In the past 4 weeks, answer * yes ' and continue with
the Tollow-Up QUESToN ' If yes * (exampie question 1A)
If he/she dia not carry out the activity in the past & weeks, answer ' no * and continue
with the folow-up question " If no * (exampie question 1B).

+  If you don’t know whether he/she has carmied out the actvity, answer " dont know *
and continue to the next main question.

Example

Main question

1. Did he/ghe read a book?

< yes

2 no

S don't know {continue 1o the next main question)

Follow-up question Yes'
If yes,
1A. Did he/she find & more dIMcuit to read a book than he/she had In the past?
2 no
< yes, sightly more dificult
2 yes, more dimcut
O yes, much more dificult
O yes, he/she is no longer abie to perform this task

Ecliow-up queslion no'
If no,
16. He/she did not read a book for the following reason:
O He/she was no longer adle to do 0 due 1o aifficulties with hisher
memory, planning, of thinking
O He/she was no longer able to do 50 due to hisMer physical prodlems
O He/she has never done that before
2 Otner, piease state
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Appendix 13: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Study Partner Version

1. Did he/she carry out household chores?

2 Yes
2 No
O Dontknow (continue with question 2)

If yes,
1A. Did he/she find it more difficust to carmy out househoid chores than he/she had In the

No

Yes, sightty more aifcust

Yes, more aficut

Yes, much more difficust

Yes, he/she Is no longer able 10 perform this task

=
_3 000\)02

1B. He/she did not carmy out housenhoid chores for the folowing reason;
O Heishe was no longer adle o 0o 50 due to GMcuiies with hisMer memory,
planning. or thinking
O Helshe was no longer adle to do 50 due to his/Mer physical problems
O Helshe has never done that before
O Other, please state

2. Did he/she do the shopping?
2 No
O Don'tknow (continue with question 3)

If yes,
2A. Did he/she find It more difficutt to 6o the shopping than he/she had In the past?
2 No
O Yes, sighlly more aiffcust
D Yes, more aificult
O Yes, much more difficuit
O Yes, he/she Is no longer abie 10 perform this task

Ifno,
2B. Heishe did not 6o the soppINg for the following reason;
O Helshe was no longer adle to 0o 50 due 1o GMMcuUies with hisiher memory,
planning, or thinking
O Heishe was no longer adle 1o do so due to hismer physical prodlems
O Helshe has never done that before
O Other, please state

Amsterdam IADL Questionnaire © Copyright of VUme Alzheimer Center
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Appendix 13: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Study Partner Version

3. Did he/she buy the correct items when doing the shopping?
2 No
2 Dontknow (continue with question 4)

If yes,
3A. Did hesshe find It more diMcult to buy the commect Rems than he/she had In the past?
O No
O Yes, sightly more aifficuit
O Yes, more aificult
2 Yes, much more difficuit
2 Yes, he/she Is no longer able 1o perform this task

It no,
38. He/she did not buy the correct items for the following reason;
O Heishe was no longer adle to 00 50 due to AMcuties with hisMer memory,
planning. or thinking
O Heishe was no longer able 1o 00 50 due to his/er physical prodlems
O Helshe has never done that before
O Other, piease state

4. Did he/she do the cooking?
2 No
2 Don't know (continue with question 5)

If yes,
4A. Did he/she find it more difficult to do the cooking than he/she had In the past?
O No
O Yes, sightly more aimcust
2 Yes, more afficuR
O Yes, much more dificust
O Yes, hejshe Is no longer abie to perform this task

if no,
4B. He/she did not co the cooking for the following reason;
O Heishe was no longer able to do §0 due to aiMculties with his/her memory,
pianning, or thinking
O Heishe was no longer able to do 50 due to his/er physical prodiems
O Heishe has never done that before
O Other, piease state
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Appendix 13: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Study Partner Version

S. Did he/she prepare sandwiches?
oves

2 No

9 Dontknow (continue with question 6)

If yes,
SA. Did he/she find it more difficult to prepare sandwiches than he/she had In the past?
2 No
O Yes, sightly more cifficust
2 Yes, more GiMcul
2 Yes, much more difficuit
O Yes, heishe Is no longer able 1o perform this task

if no,
5B. He/she has not prepared sandwiches for the following reason;
O He/she was no longer adle to do 50 due o afMculties with his/her memory,
planning, or thinking
O He/she was no longer able to do 50 due to his/Mer physical prodlems
O Heishe has never done that before
O Other, piease state

6. Did he/she make minor repairs to the house?
2 No
2 Don't know (continue with question 7)

If yes,
6A. Did he/she find t more diffcust to perform minor repairs to the house than he/she
had In the past?

O No

O Yes, sightly more acust

O Yes, more amcun

O Yes, much more diffcust

O Yes, hesshe Is no longer able to perform this task

If no,
68. He/she has not performed minor repairs 1o the house for the following reason;
O Heishe was no longer able to do s0 due to afMcuties with his/er memory,
planning. or thinking
O He/she was no longer able to do 50 due to his/Mer physical prodiems
2 He/she has never done that before
2 Other, please state
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Appendix 13: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Study Partner Version

7. Did he/she use household appliances?
2 Yes - |

2 No

O Dontknow (continue with question 8)

if yes,
7A. Did he/she find & more difficuit to use household appliances than he/she had In the
past?

No

Yes, sightly more aifcust

Yes, more amficutt

Yes, much more difficust

Yes, he/she Is no longer able 10 perform this task

Q0000

ITno,
7B. He/she aid not use househoid applances for the following reason;
2 He/she was no longer able 1o do 50 due to amMmcuities with his/her memory,
planning, or thinking
O He/she was no longer adle to do 50 Gue to his/Mer physical prodiems
O He/she has never done that before
2 Other, piease state

8. Did hel/she use the microwave?
2 No
2 Dontknow (continue with question 9)

If yes,
8A. Did ne/she find It more difficutt to use the microwave than ha/she had In the past?
O No
2 Yes, sightly more dmcuit
2 Yes, more aifficul
O Yes, much more difmcust
2 Yes, he/she Is no longer able fo perform this task

Ifno,
8B. He/she did not use the microwave for the following reason;
O He/she was no longer adle to do so due 1o afMculties with hisher memory,
planning, or thinking
O He/she was no longer adle to do 50 due to his/Mer physical prodiems
O He/she has never done that before
O Other, piease state
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Appendix 13: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Study Partner Version

9. Did hel/she use the coffee maker?

s o the past £ wee

o Yes
2 No
O Don'tknow (continue with question 10)

If yes,
9A. Did he/she find it more difcult to use the coffee maker an he/she had In the past?
2 No

O Yes, sightly more aifficust

O Yes, more aifficult

2 Yes, much more difficuit

2 Yes, he/she Is no longer abie to perform this task

if no,
9B. He/she did not use the coffee maker for the following reason;
O Helshe was no longer adle to 00 50 due to GMMcuities With his/er memory,
planning. or thinking
O Helshe was no longer able 1o do 50 due to his/er physical prodiems
O Helshe has never done that before
O Other, please state

10. Did he/she use the washing machine?
2 No
O Don'tknow (continue with question 11)

It yes,

10A. Did he/she find it more difficult 1o use the washing machine than he’she had In the
past?

No

Yes, sightly more difficust

Yes, more Gmcutt

Yes, much more difficust

Yes, he/she Is no longer able 1o perform this task

QOO0

If no,
10B. He/she aid not use the washing machine for the folowing reason;
O He/she was no longer adle 1o 0 50 due 1o AMcuies with his/her memory,
planning, or thinking
O Heishe was no longer able to do 50 due to hisMer physical prodiems
O Heishe has never done that before
O Ofther, piease state
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Version (A-IADL-Q-SV) Study Partner Version

11. Did he/she pay his/her bills?

3 4 wee

2 Yes
2 No
o Dont know (continue with question 12)

If yes,
11A. Did he’she find It more aificult 1 pay hisMer bils than he/she had In the past?
2 No
D Yes, sightly more ciffcust
D Yes, more aifficutt
2 Yes, much more difficuit
O Yes, he/she Is no longer abie 10 perform this task

i no,
11B. He/she aid not pay his/her bills for the folloaing reason;
O He/she was no longer adle to do s0 due to afMculties with his/her memory,
planning, or thinking
O Heishe was no longer adle to do 50 due to his/er physical prodlems
O Heishe has never done that before
O Ofher, piease state

-

12. Did he/she use a cell phone?
2 No
2 Dontknow (continue with question 13)

If yes,

12A. Did he/she find It more diicult to use a cell phone than he/she had In the past?
NO

Yes, sightly more difficuit

Yes, more difficult

Yes, much more difficuit

Yes, he/she is no longer able 1o perform this task

QOO0

ifno,
128B. He/she aid not use a cell phone for the following reason;
O Heishe was no longer adle to 60 50 due 1o GMculties with hismer memory,
planning, or thinking
O Heishe was no longer adie to 00 50 Gue to his/Mer physical prodiems
O Heishe has never done that before
O Ofther, please state
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Appendix 13: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Study Partner Version

13. Did he/she manage his/her paperwork?
2 No
2 Dontknow (continue with question 14)

It yes,

13A_ Did he/she find it more diMcult 1o manage hisMer paperwork than he/she had in the
past?

No

Yes, sightty more aimcust

Yes, more amcutt

Yes, much more difcust

Yes, heishe Is no longer able 1o perform this task

(o e Je Jye je)

If no,
13B. He/she aid not manage his/her paperwork for the following reason;
O He/she was no longer able to do 50 due to aMcuies with his/her memory,
planning. or thinking
QO Heishe was no longer able to do s0 due to his/her physical prodlems
QO He/she has never done that before
Q Other, piease state

14. Did he/she use online banking?
>ves
2 No

O Don't know (continue with question 15)

If yes,
14A. Did he/she find It more difMcult o use online banking than he’/she had In the past?
O No
O Yes, sightly more difficust
2 Yes, more aimcul
O Yes, much more difficut
2 Yes, hefshe Is no longer able 10 perform this task

ifno,
14B. He/she aid not use oniine banking for the following reason;
O Helshe was no longer able 1o d0 50 due 1o GMcuities with hisier memory,
planning. or thinking
D Heishe was no longer adle to 0o 50 due to hisMer physical prodlems
O Heishe has never done that before
O Ofher, piease state
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Appendix 13: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Study Partner Version

15. Did he/she use a PIN code?
2 No
O Don't know (continue with question 16)

If yes,
1SA. Did he/she find It more diMicult to use a PIN code than he/she had In the past?
o No
O Yes, sightly more aifcust
O Yes, more Gmcu
2 Yes, much more diffcust
O Yes, he/she Is no longer abie 1o perform this task

If no,
15B. He/she aid not use a PIN code for the following reason;
O He/she was no longer adle 1o 00 50 due 1o GMcuities with hisMesr memory,
planning, or thinking
O Heishe was no longer adle 10 G0 50 Gue to his/Mer physical prodiems
O He/she has never done that defore
O Other, please state

16. Did he/she withdraw money from a cash machine (ATM)?
2 No
O Dontknow (continue with question 17)

If yes,

16A. Did he’she find it more difficult fo witharaw the comrect amount from a cash machine
(ATM) than he/she had In the past?

No

O Yes, sightly more difcust

O Yes, more amcult

O Yes, much more dificust

O Yes, hejshe Is no longer abie 1o perform this task

o

If no,
16B. He/she has not witharawn money from a cash machine (ATM) for the foliowing
reason;

O He/she was no longer able to do 50 due to AiMculties with his/her memory,

planning, or thinking

O Heishe was no longer adle to do 50 due to his/her physical prodlems

O Heishe has never done that before

O Ofher, piease state
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Appendix 13: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Study Partner Version

17. Did he/she pay with cash?
2 No
O Don't know (continue with question 18)

It yes,
17A. Did he’she find It more GIMcult 10 pay With cash than he/she had In the past?
2 No
O Yes, sightly more aifficuit
2 Yes, more aifficult
O Yes, much more difcust
O Yes, he/she Is no longer adie 10 perform this task

ifno,
178. He/she aid not pay with cash for the following reason;
O He/she was no longer able 1o 4o 50 due to aiMculties with his/her memory,
planning, or thinking
O Heishe was no longer able to do so due to his/er physical prodlems
O He/she has never done that before
O Other, piease state

18. Did he/she make appointments?
o Yes -

2 No

O Don't know (continue with question 19)

if yes,
18A. DId he/she find It more diMcult to keep appontments than he/she had n the past?
2 No
O Yes, sightly more dificust
O Yes, more Gmcut
O Yes, much more difficuit
D Yes, heishe Is no longer abie 1o perform this task

If no,
18B. Heishe aid not make appointments for the folowing reason;
O He/she was no longer able 1o do s0 due to aifMculties with his/her memory,
planning, or thinking
O Hefshe was no longer able to do s0 due to his/er physical prodlems
O Heishe has never done that before
QO Otner, piease state
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Appendix 13: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Study Partner Version

19. Did he/she fill in forms?
2 No
2 Dontknow (continue with question 20)

If yes,
19A. Did he/she find It more aIMcult to Al In forms than he/she had In the past?
2 No
O Yes, sightty more aifcust
O Yes, more cifficult
2 Yes, much more difficuit
O Yes, he/she Is no longer abie 10 perform this task

it no,
19B. He/she aid not fll In forms for the folloaing reason;
O He/she was no longer able 1o do 50 due to difMcuities with his/her memory,
planning, or thinking
O He/she was no longer adle to do 50 due to his/Mer physical prodlems
QO Heishe has never done that before
O Otner, piease state

20. Did he/she work?
5 Yes S

2 No

O Dont know (continue with question 21)

if yes,
20A. Did he'she find It more diMcuilt o work than he/she had In the past?
2 No
D Yes, sightly more afficuit
2 Yes, more cMficul
2 Yes, much more difficuit
O Yes, he/she Is no longer abie to perform this task

itno,
20B. He/she aid not work for the folioaing reason;
O He/she was no longer able 1o do s0 due 1o aifMcuities with his/her memory,
planning, or thinking
O He/she was no longer adle o do 50 due to his/Mer physical prodlems
O He/she has never done that before
O Other, piease state
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Appendix 13: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Study Partner Version

21. Did hel/she use a computer?

o ves -

2 No

2 Don't know (continue with question 22)

If yes,
21A. Did he/she find It more dificult to use a computer than he/she had In the past?
O No
O Yes, sightly more difficust
2 Yes, more aifficult
O Yes, much more difficust
O Yes, he/she Is no longer abie to perform this task

It no,
21B. He/she did not use a computer for the following reason;
O Heishe was no longer adle to do $0 due 1o afMcuties with hisMer memory,
planning, or thinking
O Heishe was no longer adle 1o G0 50 Gue to his/Mer physical prodiems
O Heishe has never done that before
O Other, please state

22. Did hel/she use e-mail?

2 Yes
2 No
D Don'tknow (continue with question 23)

If yes,
22A. Did he/she find It more diMicult to use e-mall than he’she had I the past?
o No
O Yes, sightly more dificust
O Yes, more aMmcuR
2 Yes, much more difficuit
O Yes, he/she Is no longer able 10 perform this task

ifno,
228. He/she @id not use e-mall for the following reason;
O He/she was no longer adle to 60 50 due 1o AfMcuities with hiser memory,
planning, or thinking
O He/she was no longer adle to 4o 50 due to hisMer physical prodiems
O He/she has never done that defore
O Other, please state
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Appendix 13: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Study Partner Version

s o he

23. Did helshe print documents?
> ves -

2 No

O Don'tknow (continue with question 24)

If yes,
23A. DId he/she find It more dMicult to print documents than he/she had I the past?
2 No
O Yes, sightly more difficust
2 Yes, more aifficult
O Yes, much more difficust
O Yes, he/she Is no longer abie 1o perform this task

it no,
23B. He/she did not print documents for the following reason;
O He/she was no longer able 1o do 50 due 1o aifMculties with his/her memory,
planning, or thinking
O He/she was no longer able 1o 0o 50 due to his/her physical prodiems
O He/she has never done that before
O Ofher, piease state

24. Did helshe use electronic devices?
2 No
O Dont know (continue with question 25)

"ma

24A_ DId he/she find 1t more Gifficult 1o Use electronic devices than he’she had In the
past?

No

Yes, sightly more difficust

Yes, more aimcutt

Yes, much more difficust

Yes, he/she Is no longer abie to perform this task

QOO0

I no,
248. He/she aid not use electronic devices for the following reason;
O Heishe was no longer adie 10 00 50 due 10 aMcubies with his/her memory,
planning, of thinking
O He/she was no longer adle to 6o 50 due o hiser physical prodlems
O He/she has never done that defore
O Other, please state
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Appendix 13: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Study Partner Version

25. Did hel/she use the television remote control?

s ot Cas 4 moe

2 Yes
2 No
O Dontknow (continue with question 26)

If yes,
2SA. Did he/she find it more GIcult to use the television remote control than he/she had
in the past?

2 No

O Yes, sightly more difcust

O Yes, more amcult

O Yes, much more diffcust

O Yes, heishe Is no longer abie 10 perform this task

If no,
25B. He/she aid not use the television remote control for the following reason;
O He/she was no longer able to do 50 due 1o aifMcullies with hisiher memory,
planning, or thinking
O He/she was no longer adie to do 50 due to his/er physical prodlems
O Helshe has never done that before
O Other, please state

26. Did he/she play card and board games?

D Yes
2 No
2 Dontknow (continue with question 27)

iryes,
26A. Did he/she find it more difficult fo piay card and board games than he/she had In
the past?

2 No

O Yes, sightly more aifcust

O Yes, more aMcult

O Yes, much more dimcust

O Yes, he/she Is no longer able o perform this task

If no,
26B. He/she aid not play card and board games for the folowing reason;
O He/she was no longer adie 10 60 50 due 1o GMcuibies with hismer memory,
planning. of thinking
O Helshe was no longer abie 1o do 50 due to hisMer physical prodlems
O Heishe has never done that before
O Other, piease state
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Appendix 13: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Study Partner Version

27. Did he/she drive a car?
5 ves '

2 No

O Dontknow (continue with question 28)

If yes,
27A. Did he/she find It more difMicult 1o drive a car than he/she had In the past?
o No
O Yes, sightly more difficust
2 Yes, more giMcult
2 Yes, much more gimcunt
O Yes, hejshe Is no longer abie o perform this task

If no,
27B. Heishe gid not drive a car for the following reason;
O He/she was no longer adle 1o do 50 due to aifMculties with his/her memory,
planning. or thinking
2 He/she was no longer adle to do 5o due to his/her physical problems
2 He/she has never done that before
O Ofner, piease state

?S.DidhdsheuseGPS{migﬁonsystun)?
>ves

2 No

2 Dontknow (continue with question 29)

If yes,

28A. Did he’she find it more difficult to use GPS (navigation system) than he/she had In
the past?

No

Yes, sightly more aifficut

Yes, more aiMcult

Yes, much more difficust

Yes, he/she Is no longer abie 1o perform this task

Q000

it no,
28B. Heishe aid not use GPS (navigation system) for the following reason;
O He/she was no longer able to do s0 due 10 afMcuities with his/her memory,
planning, or thinking
O Heishe was no longer adle 1o 0o 50 due to his/Mer physical prodlems
O Heishe has never done that before
O Ofther, piease state
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Appendix 13: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Study Partner Version

29. Did he/she use public transport?
e avesten e past & weeks

2 No

O Don'tknow (continue with question 30)

If yes,
29A. Did he/she find It more aifMicult 0 use public transport than he/she had In the past?
2 No
O Yes, sightly more dfficust
2 Yes, more gifficult
2 Yes, much more difficust
O Yes, he/she Is no longer abie 1o perform this task

It no,
29B. He/she aid not make use of pudlic transport for the following reason;
O He/she was no longer adle to 0o 50 due fo afMculties with his/er memory,
planning, or thinking
O He/she was no longer adie to 0o 50 due to his/Mer physical prodlems
O He/she has never done that before
O Other, piease state

30. Did he/she use medication?
> Yes -

2 No

2 Dontknow

If yes,
30A. Did he/she have more troubie being responsidie for his/Mer own medication than In
the past?

2 No

2 Yes, sightly more amcuit

2 Yes, more aifficult

O Yes, much more afmcuit

O Yes, he/she Is no longer able 1o perform this task

Thank you for completing this questionnaire!
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Appendix 13: Amsterdam Instrumental Activity of Daily Living Questionnaire—Short
Version (A-IADL-Q-SV) Study Partner Version
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Appendix 14 CFla — Participant Version

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.

CFl-Acute [CFla) — Participant Version

Please complete these questions thinking abouwt your current ability [most recent experiance] by
selecting the response for the one best answer for each guestion.

1. How often do you have difficulty with your rmemony?

TMever T Rarely T Sometimes O Often T Always

2. How often do others tell you that you repeat questions over and over?

JMever ClRarely O sometimes O Often O Always

3. How often do you misplace things?

T never CRarely T sometimes T often O Always

4. How often must you rely on written reminders ?

O Mever ClRarely O sometimes O Often T Always

5. How often do you need help from other people to remember appointments, family oocasions or
holidays?

I Mever T Rarely T Sometimes [ Often T Abways

6. Hows often do you have trouble recalling names, finding the right word or complating sentences?

O mMever JRarely T Sometimes O Often T Always

7. Hows often do you have trouble driving {slowly or too fast, rouble at night, get lost, have acadents)?

T never TRarely T Sometimes O Often T abways T 1do not dirive

8. How often do you have difficulty managing maney (paying bills, calculating change, completing tax
forms)?

T Mever T Rarely O Sometimes O Often D Always T Does not apply

9. How often do you participate in sodial activities?

T Mever CRarely T Sometimes 0 Often T Always

10. How often do you have problems with work performance (paid or volunteer)

O Mever ClRarely O Sometimes O Often D Always O 1 do not work or volunteer

11 How often do you have trouble following the news or the plots of books, movies or TV shows?

T never T Rarely T sometimes O Often O Always

12 How often do you have difficulty with activities for example, hobbées, card games, or crafis?

Omever O Rarely O Sometimes O Ooften O Always

13. How often do you get disoriented or lost?

T never T Rarely O Ssometimes [ often T Always

14 How often do you have difficulty using your usual household appliances (such as washing machine

or microwave] or familiar electronic devices (computer or cell phone)?
T Newver O Rarely T Sometimes O Often T Abways

OFl- Arvitm=Patickpiml vardon, sdapied from ADCSSCF] = Pankdpast, Yerdon 3, US-Engllsh, 175ept000S
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Appendix 14: CFla — Participant Version
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Appendix 15 CFla — Study Partner Version

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.

CFl-Acute [CFla) — Study Partner Version

Please complete these questions without asking the study participant's opinion. You may ask other
family members, friends or colleagues of the participant. Select the one bast answer for each gquestion
thinking about the participant’s current ability [most recent experience).

1. Howr often does the participant have difficulty with memorg?
I Mever T Rarely O Sometimes O Often T Always
2. How often does the participant repeat questions over and over?
O Mever JRarely O Ssometimes O Often T Abways
3. How often does the participant misplace things?
I Mever T Rarely O sometimes O Often T Always
4. How often must the participant rely on written reminders?
O Mever JRarely O sometimes O Often T Abways
5. How often does the participant need help from other people to remember appointments, family
occasions or holkdays?
T mMever D Rarely T sometimes O often T Always
6. How often does the participant have trouble recalling names, finding the right word or
completing santences?
O Mever T Rarely O Sometimes [ Often T Abways
7. Howr often does the participant have trouble driving {slowdy or too fast, trouble at night, gets lost,
has accidents)?
T Mever T Rarely T Sometimes [Ooften Dalways T Does not drive
8. How often doaes the participant have difficulty managing money (paying bills, @loulating change,
completing tax forms)?
O Mever T Rarely O Sometimes O Often T Abways T Does not apply
9. How often does the participant particopate in social activities?
I Mever T Rarely O Sometimes O Often T Always
10. How often does the participant have problems with work performance (paid or volunteear)?
O reever T Rarely O Sometimes O Often O Abways O Does not work or volunteer
11. How often does the participant have trouble following the news or the plots of books, movies or
TV shows?
O mever T Rarely O Sometimes O Often O Always
12 How often does the participant have difficulty with activities for example, hobbies, card games,
crafts?
T Mever T Rarely O sometimes O Often T Abways
13. How often does the participant get disoriented or lost?
O Mever CRarely O Sometimes [ Often T Always
14 How often does the participant have difficultty using wsual household appliances {such as washing
machine or micrewave] or familiar electronic devices (compater or cell phone)?
O mMever T Rarely O Sometimes O oOften O Always

CFl- Acvite = Study Panrer wersion, sdepied rom ADCS.CH = Seudy Parteer, Varsion 3, US-Englhl, 175apil015
Ut et et irabicieeny e T WLA -Tiifiched Sl embiresi™s DS nadi Coo paiitivee Stoedy [HLA Geast U0 AG1OSBZ).

Walsh, 5. Rarsan, A; Joses, £ Ahan, P amd cha 8075 "EDCS Prosantios insressent Projecr: The Mal-in Cogrithvn Functhen Sereesing
It rurmmes? (MC P " Afpheloner s Disvms o’ Assontoted INonders, 2005, Vel P03 517051 T8,

Amarigho, B, Donohus, .. Maridall, G, Raniz, D, Selmes, [, Fers, S, Keesteoolls, 5, Alen, P, Sperfing. B and e ADCS. “Trackiog sarly
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Appendix 15: CFla — Study Partner Version

REFERENCES

Amariglio RE, Donohue MC, Marshall GA, et al. Tracking early decline in cognitive
function in older individuals at risk for Alzheimer disease dementia: the Alzheimer’s
Disease Cooperative Study Cognitive Function Instrument. JAMA Neurol
2015;72:446-54.

Li C, Neugroschl J, Luo X,et al. The utility of the Cognitive Function Instrument (CFl) to
detect cognitive decline in non-demented older adults. J Alzheimers Dis
2017;60:427-37.

Walsh SP, Raman R, Jones KB, et al. ADCS Prevention Instrument Project: the Mail-In
Cognitive Function Screening Instrument (MCFSI). Alzheimer Dis Assoc Disord
2006;20:S170-8.

Gantenerumab—F. Hoffmann-La Roche Ltd
301/Protocol WN42444, Version 2



Appendix 16 Geriatric Depression Scale-30

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.
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Appendix 16: Geriatric Depression Scale-30
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Appendix 17 Alzheimer’s Disease Clinical Global Impression of
Cognitive Function — Severity (AD-CGI-S)

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.

Clinician Global Impression of Cognitive Function (CGI-S)

Instructions for the rater: This form is intended fo caplure a ciinician global impression of
seventy (CGI-S). Please read carefully through the descnptive language for each anchor and on
the last page choose the descriptor that best fits the participant’s current status.

Clinician Global Impression of Cognitive Function (CGI-S) - Descriptors

1 No problems: The participant has no cognitve problems and appears to have no concems
about his/her current cognitive abiities. He/She = able to perform all activities as usual, without
any problems or changes.

2 Minor but noticeable cognitive problems that do not require modifications to his/her
daily activities: The participant experiences mnor cognitive problems that cause some
concem (e.g. occasional forgetfulness, losing his/her train of thought, feeling overwhelmed
making plans or decisions). However, he/she is still able to perform all his'her daily activites as
usual, without difficulties or need to rely upon additional reminders or help.

3 Minor cognitive problems that require minor modification to daily activities, but he/she
is functionally independent: The participant has minor cognitive problems that mpact his’her
abiity to perform certain activities of dady lving (e.g. it takes more effort or longer to perform
certain activities like paying bills, calculating the tip at a restaurant. and omganizing his/her daily
schedule) and/or the participant needs to make minor Ifestyle changes (e.g Helshe takes
addtional steps that were not needed before to complete activites, such as writng notes,
reminders, or Iists). However, he/she is still able to perform all of his/her daily activites
independently, without any additional help.

4 Mild cognitive problems with functional impairment noticeable and needs some
support: The participant has mild cognitive problems that mean he/she needs support with
some activities that he/she used to be able 1o carry out independently (e g. taking care finances,
gong shopping. or the participant had to retre eary because of memory/thinking problems)
and/or the participant has given up some activities due to his’her cognitive problems (e.g.
driving or hobbies).

S Moderate cognitive problems and functionally dependent outside home: The particpant
needs help for many daily actvities (e.q. dressing andlor personal hygiene) and has stopped
other activites due to his’her cognitive problems. He/She is no longer independent in his/her
daly actvities outside of his/her home.

6 Severe cognitive problems and functionally dependent in daily activities inside and
outside home: The participant cannot perform his/her daily activites in his/her own home due

to cognitive problems. He/She depends on others for some or all activities of daiy life including
eating. showenng or bathing, dressing. todeting.
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Appendix 17: Alzheimer’s Disease Clinical Global Impression of Cognitive Function —
Severity (AD-CGI-S)

Please rate the severity of the study participant’s cognitive problems and the impact on hisher

daly actvites at this time:

1 No problems

2 Minor but noticeable cognitive problems that do not require modifications to
his/her daldy actvities

3 Minor cognitive problems that require minor modification to dady activites, but
he/she s functionally independent

4 Mild cognitive problems with functional mpairment noticeable and needs some
support

5 Moderate cognitive problems and functionally dependent outside home

8 Sewvere cognitive problems and functionally dependent in daily actvities inside
and outside home

00 O%lara O

Adapled from Guy W, editor. ECDEU Assessment Manual %or Psychopharmacaiogy. 1375. Rockvilie, MD,
U.S. Department of Health, Education and Weifare
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Appendix 17: Alzheimer’s Disease Clinical Global Impression of Cognitive Function —
Severity (AD-CGI-S)

REFERENCE

Guy W, editor. ECDEU Assessment Manual for Pschopharmacology. 1976. Rockville,
MD, U.S. Department of Health, Education and Welfare.
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Appendix 18 Alzheimer’s Disease Participant Global Impression
of Cognitive Function (AD-PGI-S)

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.

Participant Global Impression of Cognitive Function (PGI-S)

Instructions for the inferviewer: Please ensure that a paper copy of theyscale, specifically the
response options and descripbons, is in front of the participant. Read out loud all six response
calegones fo the participant, including the fuill descriptions as displayed on the following pages,
before asking the participant fo choose the category that best applies fo himvher. Enter the
participant’s response on the last page. Repeat the response categones and detailed
descnpbions, if necessary, but do not provide altemate examples or addiional information.
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Appendix 18: Alzheimer’s Disease Participant Global Impression of Cognitive Function
(AD-PGI-S)

Participant Global Impression of Cognitive Function (PGI-S) — Descriptors

Please rate the seventy of any memory/thinking problems you may have had and their
impact on your daily activities gver the past 7 days:

1 No problems:
| have no memory and/or thinking problems and have no concems about my current thinking
abilties. | am able to perform all my activities as usual, without any problems or changes.

2 Minor but noticeable thinking problems that do not require changes to daily activities:
| experience minor memory and/or thinking problems that cause some concem (e.g. oocasional
forgetfulness, losing my train of thought, feeling overwhelmed making plans or decisions).
However, lansﬂabiebperfwnalmydaiymasm without difficulties or the need
to rely upon additional reminders or help.

3 Minor thinking problems that require minor changes to daily activities, but | am
independent in daily activities:

I have minor memory and/or thinking problems that impact my ability to perform certain activities
of daiy living (e g. it takes more effort or longer to perform certain activites like paying bills,
calculating the tp at a restaurant, and organzing my daidy schedule) and/or | need to make
minor ifestyle changes (e.g. | take additonal steps that were not needed before to complete
actvibes, such as wriing notes, reminders, or lists). However, | am stil able to perform all of my
daiy actvities independently, without any additional help.

4 Mild thinking problems that mean | need help with some daily activities:

| have mild memory andior thinking problems and as a result need help with some activities that
| used to be able to camry out independently (e.g. taking care of finances, going shopping, or |
had to retire early because of memory/thinking problems) and/or | have given up some activities
due to my memory and/or thinking problems (e.g. driving or hobbies).

S Moderate thinking problems that mean | rely on someone for daily activities outside of
my home:

I need help for many daily activities (e.g. dressing and/or personal hygiene) and have stopped
other activities due to my memory and/or thinking problems. | am no longer independent in my
daly actvities outside of my home.

6 Severe thinking problems that mean | rely on someone for daily activities inside and
outside of my home:

| cannot perform my daily activities in my own home due to my memory and/or thinking
pterelyonoﬂmsformualmddainﬁeMngm showering or
bathing, dressing, toileting.
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Appendix 18: Alzheimer’s Disease Participant Global Impression of Cognitive Function
(AD-PGI-S)

Mmmmdmw&mammp;mmmwmw

on your daily actvities over the past 7 days:

1. | No problems (]

2. | Minor but noticeable thinking problems that do not require changes to daiy O

3. | Minor thinking problems that require minor changes to daily actvites, but | O
am independent in dadly activities

4. | Mild thinking problems that mean | need help with some daily activites o

5. | Moderate thinking problems that mean | rely on someone for daily activities o
outside of my home

6. | Severe thinking problems that mean | rely on someone for daily actvities (]
inside and outside of my home

FDA. Patent-Focused Drug Development Guidance Public Workshop. Methods to Identrly What is
Important to Patients & Select, Develop or Mody Fi-for-Purpose Clinkcal Outoomes Assessments. 2018

ADFGIE_en_US_v1.0_19 May 2021 Page 3of3
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Appendix 18: Alzheimer’s Disease Participant Global Impression of Cognitive Function
(AD-PGI-S)

REFERENCE

FDA. Patient-focused drug development guidance public workshop: Methods to identify
what is important to patients and select, develop, or modify fit-for-purpose clinical
outcomes assessments. [resource on the Internet] 2018b. Available from:
https://www.fda.gov/media/116277/download.

Gantenerumab—F. Hoffmann-La Roche Ltd
311/Protocol WN42444, Version 2



Appendix 19 Alzheimer’s Disease Study Partner Impression of
Cognitive Function (AD-SPGI-S)

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.

Study Partner Global Impression of Cognitive Function (SPGI-S)

Instrucbions for the inferviewer: Please ensure that a paper copy of the scale, specifically the
response oplions and descripbons, is in front of the participant. Read out loud all six response
categones fo the participant, including the full descriptions as displayed on the following pages,
before asking the participant fo choose the category that best applies fo him/ber. Enter the
participant’s response on the last page. Repeat the response categones and detaled
descnpbons, if necessary, but do not provide altemate examples or additional information.
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Appendix 19: Alzheimer’s Disease Study Partner Global Impression of Cognitive Function
(AD-SPGI-S)

Study Partner Global Impression of Cognitive Function (SPGI-S) — Descriptors

Mmmwdmmmmtmmdmmmm
and the impact on his/her daily activities over the past 7 days:

1 No 2

l-ushehanommmm problems and appears to have no concems about
his/her cumrent thinking abilites. He/she is able to perform all of his/her activities as usual,
without any problems or changes.

2 Minor but noticeable thinking problems that do not require changes to his/her daily
activities:

He/she expenences minor memory and/or thinking problems that appear to cause some
concem (e.g. occasional forgetfulness, losing his/her train of thought, feeling overwhelmed
making plans or decisions). However, he/she is still able to perform all his'her dally activities as
usual, without dfficulties or the need to rely upon additional reminders or help.

3 Minor thinking problems that require minor changes to daily activities, but he/she is
independent in daily activities:

He/she has minor memory andlor thinking problems that impact his/her abiity to perform certain
activites of daily living (e.g. it takes more effort or longer to perform certain activites like paying
bills, calculating the tip at a restaurant, and organizing his/her dady schedule) and/or he/she
needs to make minor lifestyle changes (e.g. hefshe takes additional steps that were not needed
before to complete activites. such as writing notes, reminders, or lists). However, he/she is stil
able to perform all of hisher daiy activities independently, without any additional help.

4 Mild thinking problems that mean he/she needs help with some daily activities:
He/she has mid memory andlor thinking problems and as a result needs help with some
actvites that he/she used to be able to carry out independently (e.g. taking care of finances,
mmumhabmewaocmmm\gm)m
helshe has given up some activities due to his/her memory and/or thinking problems (e.g.
driving or hobbies).

5 Moderate thinking problems that mean he/she relies on someone for daily activities
outside of his/her home:

He/she needs help for many daiy activities (e.g. dressing and/or personal hygiene) and has
stopped other actvities due to his/her memory and/or thinking problems. He/she is no longer
independent in daily actwities outside of his/her home.

Gmhﬂmgpmbhmﬂulmhdslareﬁesonmfudmlymm
and outside of his/her home
mmmmMMnmmmmmmmm

thinking problems. He/she relies on others for some or all activities of daily ife including eating.
showering or bathing, dressing. todeting.
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Appendix 19: Alzheimer’s Disease Study Partner Global Impression of Cognitive Function
(AD-SPGI-S)

mmmdeWMkdemmmmm
and the impact on his/her daily activities over the past 7 days:

1. | No problems o

2. | Minor but noticeable thinking problems that do not require changes to his/her O
daily activities

3. | Minor thinking problems that require minor changes to daily activites, but O
he/she is independent in daily actvites

4. | Mild thinking problems that mean he/she needs help with some daiy O
activities

5. | Moderate thinking problems that mean he/she relies on someone for dady O
activities outside of his/her home

8. | Severe thinking problems that mean he/she relies on someone for daily (]

FDA. Patent-Focusea Drug Deveiopment Guidance Publc Worksnop. Methods 1o isentrty What Is
Important to Patients & Seiect, Develop of Modty FR-for-Purpese Cilnical Outcomes Assessments. 2018
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Appendix 19: Alzheimer’s Disease Study Partner Global Impression of Cognitive Function
(AD-SPGI-S)

REFERENCE

FDA. Patient-focused drug development guidance public workshop: Methods to identify
what is important to patients and select, develop, or modify fit-for-purpose clinical
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Appendix 20 EuroQol EQ-5-D-5L 1A

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.

% EQ-SD-5L

Health Cuestionnaire

English version for the UK
VERSION FOR INTERVIEWER ADMINISTRATION

Nofe fo infeniewer: aithough afowance should be made for fhe infenviewer’s parbicular
shyle of speaking, the wording of fhe queshonnaire instuchions showld be followed as
closely a5 possible. In the case of the EGQ-5D-3L descriphive sysiem on page 2 of the
quesiionnairs, the precise wording must be followed.

if the respondent has difficuly choosing & response, or asks for clambcation, the
intenviewer shouid repeat the quesiion word for word and ask the respondent fo answer
in @ way that most closaly resembles his or her thoughts about bis or her health today.

INTRODUCTHON
{Nofe o infendewer. plegse read e foflowing o the respondent.)

We are trying to find out what you think about your health_ | will explain what to do
as | go along. but please interrupt me if you do not understand something or if
things are not clear to you. There are no right or wrong answers. We are interested
only in your personal view.

First, | am going to read out some questions. Each question has a choice of five
answers. Please tell me which answer best describes your health TODAY

Do not choose more than one answer in each group of questions.
{Mote fo interviewer: first read all ficve opfions for each question. Then ask the respondent
io choose which one applies fo him‘hersel. Repeat the guestion and oplions i necessary.

Mark the appropviate box under each heading. You may need fo remind the respondent
reguisnly that the fimeframe is TODAY)

= oS Evodol Researh Foundation. EG-50™ 5 2 imde mavk of the Euoiod Reseanch Aosndation. LI (Englsh} vi. 7

ECuB0-EL LA [PRO)_en_ UK_v10_ 08 s 2001 P 103

Gantenerumab—F. Hoffmann-La Roche Ltd
316/Protocol WN42444, Version 2



Appendix 20: EuroQol EQ-5-D-5L IA
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Appendix 20: EuroQol EQ-5-D-5L IA

The best haalth
E@-5D VAS you can imagine
T 100
=  Mow, | would Bke to ask you to say how good or bad your e
health Iz TODAY. b o5
= [ 'would ke you to try to piciure In your mind a scale that -
bokE ke 3 thermometsr. - =
{Note [0 Inferviewsr if teniewing face-to-face, please show he T
person the VAS scale.) % B
« The beat heaith you can Imagine Iz marksd 100 [one —— &
hundred] af tha top of the scals and the worst health you can x
imagine ks markad 0 (zero) at tha bottom. I 75
= | would now ke you to tell me the point on this scals whers _,:_ 70
you would pui your health TODAY. m
{iNole o ntenvewer mark the scafe at the poinl indicaling he E
respondent’s ‘heaith foday’. Now, please wiite the number you =+ &3
marked on the scale In the box baiow.) - 2
- E5
THE RESPOMNDENT'S HEALTH TODAY = __:._ [
+ 45
Thank you Tor faking the time to aneswer these questions. I oo
S
——
+
—+— =
+ 15
T 10
= 5
= o
The wemst heaith
you can Imagine

£ 2070 Evredal Resegch Roungation. EQ-E0™ [ g bmde mark of the Eusmlo! Ressarmh Foundetion. UK Englishy v1.1

EC-S0EL 1A {PROl e U v 08 lelet 2521 Paga 5003

REFERENCE

EuroQol Group. EuroQol: a new facility for the measurement of health-related quality of
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Appendix 21 EuroQol EQ-5D-5L IA Proxy

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.

(¥ EQ-SD-5L

Health Cuestionnaire

English version for the UK

PROXY VERSION FOR INTERVIEWER ADMINISTRATION

OF THE EQ-5D-5L: 1
Howe the proxy would describe the ofher person's health,

Mote fo Intendewer: although alowance showld be made for the intendewer's parfcwlar styie of
speaking, the wording of e questonnale nstucions should be foflowed a5 clasely a5 possible.
in fhe case of the EG-50-5L descripiive sysfem on page 2 of the questionnale, te precise
wording must be followed.

if the proxy has officoly choosing @ rosponse, of S5ks for clarfisaton, the nferviewer shouid
repeat the question word for word and ask the proxy 0 answer In 3 way hat mos? cicsely
resembics ks or her thoughts about the person's iealh foday.

INTRODUCTION
{Moie fo Inferviewer: pieasa read the following o the progy.)

We ars irylng to And cut what you think best describas the health of the person who ls
belng sasessed TODAY. | will xplain what to do a8 1 go along, but pleass Intemupt me I
you do nof understand something or i things are not clear to you. There are no right or
WIONg anawers. We are Intersated only in your parsonal view.

Firat, 1 am going to read out some questions. Each question has a cholce of Mive answars.
Pisasa tall ma which answer you think best describes the person's health TODAY.

Do not chooss more than one answer In each group of questions.
{Moiz fo lntendewsr first read all Mve opiions for each queston. Then ask the proxy fo choose
which ane hedshe thinks appies fo e person whase health s being assessed. Repeat the

questian and apfions I NeCessary. Mar the Jppropnate box under each heading. You may need
fio rEmind the proxy reguiary that e Ameframe is TODAY,)

= 00 2 Exvoliol Research Foundation, EG-E0™ is a fade mark ofthe BwpGol Research Foundation. LK (Englsh) vi.3

EC-S0-5 LA (Proady 1] e LI w1.0_D8 Mad 2001 Paiym 1803
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Appendix 21: EuroQol EQ-5-D-5L IA Proxy

E@-50 DESCRIPTIVE 5YSTEM

First, | would ke fo sak you about MOBILITY. Do you think that the person:

Has no prodlems In walking about?

Has slight probéams in walking about?
Has moderats problems in walking about?
Has seyers prodlems In walking aboul?

I5 unable to walk about?

B M

ooooo

Mext, | would Iike fo sak you about SELF-CARE. Do you think that the person:

Has 00 problems washing or dressing himihersel?

Has slight probiems washing or dressing nimihersalr?
Has modergte probéems washing or dressing himhearsel?
Has seyers proolems washing or drassing him/harsel?

Is unadle by wash of @regs himmerses?

Moo pa

ooodoo

Mext, | would Ike fo ssk you about USUAL ACTIVITIES, for exampls work, study,

housework, Tamdly or lslsure activitiea. Do you think that the parson:

Has no proolems doing hisher usual activities?

Has slight probiams doing hismer wsual achvities?
Has mpderate probiems doing hisher wsual activities?
Has severs prodblems doing hisiher usual activilies?

Is unable bo do hésmer usual activitlies?

B g

ooooo

Ha-rl, I'would ks fo sk you about PAIN OR DISCOMFORT. Do you think that the paraon:

Has no pain or discomfort?

Has slight pain or Sscomiort?
Has mpderate pain or discomfort®
Has severs paln or discomfon?
Has exireme pain or discomfort®

o Mo

ooodoo

Fimally, | would Bke to ask you abouf ANXIETY OR DEPRESSI0M. Do you

|e pol anxious of depressed?

I= sighily anwious or depressed?
Is moderately anzious or degressed?
Is sevarely anzious or depressed?

Iz exiremely anxious or depressed ™

!'-"P‘P‘I"'-‘."E

ooodoo

think that the

& 2070 EureQal Research Foungation. EQ-50™ I g fade mark off the Eurplod Ressarch Foundation. UR (English) v1.3

ES-BO-EL 1A, {Poeey 1 i LI w1008 Mad 2001
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Appendix 21: EuroQol EQ-5-D-5L IA Proxy

EG@-50 VAS

Mow, | would [lke to ask you to say how good or bad youo
think the parson‘s health s TODAY.

I wrowdd llke you fo pleture In your mind a vartical line that ks
numbsred from & o 100

{Note to inferviewer: i Intendewing face-fo-face, please show e
proxy the VAS ine.)

100 at the top of the Hne means the bast health you can
imagine.

0 at the bottom of the line maane the worst health you camn
Imagine.

I would now ke you to tell me the point on this line whara
you woulkd put the person®s health TODAY.

{Note fo inferviewer: mark fhe line fo ndicate how e proxy Evnks
the persan's healh Is TODAY. Now, pleass wilte the number you
marked on the ine in the box below. |

THE PERSON'S HEALTH TODAY =

Thank you for taking the tme to anewer thess questions.

= 2072 EvmoQad Reseah Foundation. EG-50™ I5 g faoe mark of the EwnGol Ressarh Foundation. UR Engish) v1.3

EC-B0-5L LA, {Preay e LI w0 08 Ma 20021
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The g heaith
¥Ou £3n imagine
——p 00
i
=+ a5
—= 3
+ ™
o 7
+
E
— 80
+ 55
==
4+ 45
—— a0
= %
—— 0
+ 3
—— X
= 15
+ 10
=+ ]
L o]
The worst heaith
yOu C3n Imagine



Appendix 21: EuroQol EQ-5-D-5L IA Proxy
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Appendix 22 Repeatable Battery for the Assessment of
Neuropsychological Status

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.
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Appendix 22: Repeatable Battery for the Assessment of Neuropsychological Status

KN ListLearning

Trial 1
Say Iam going to read you a list of words. | want you to listen carefully and, when | finish, repeat bock as
many words as you can. You don't have to say them in the same order that | do—just repeat bock as
many words as you can remembaer, in any order. Okay?
Trials 2-4
Say lam going to read the list again. When | finish, repeat back as many words as you can, even if you have
olready said them before. Okay?
Record responses in order.
Scoring: | ponat for each word coerectly reaalied o each r1dl
List Tria 1 Trual 2 Tral3 Tral4
Market
Package
Elbow
Apple
Story
Carpet
Bubbile
Highway
Saddle
Powder
Nurtber r ' H
Comea I ' : 1
Total Tral 1 Total Traal 2 Total Traal 3 Total Tral 4 Total Score
Range 040
- an of Cince! Assassrrant.

B0 2T TITL www Puychlorp.com

Capyright © L5604, 2012 NCS Pearson, Inc. Al rights masarved.

Warning: No pact of tha

ray ba

= ary form of By afy maans, slacironic or
wamwwmmmnm wihost permissien I wrting

Peames, e PSI logo, PepchCarp, and RBANS a= tradamaria 1 the U S, and/or sther coustrias of Pearsos Toucason,

nc, e B aftEmte(t).

mmmmunm-mmmwdmm by Or. Arther Baston,

wner lcarms Fore and
Prrtad in the Untsd States of Amercs.
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Appendix 22: Repeatable Battery for the Assessment of Neuropsychological Status

Y story Memory
Trial 1
Say lam going to read you a short story. I'd like you to listen carefully and, when | finish, repeat back as much
of the story as you con remember. Try and use the same wording, if you can. Okay?
Read the story below, then say Now repeat back as much of that story as you can.
Trial 2
Say lam going to read that same story again. When | finish, | want you to again repeat bock as much of the
story as you can ber. Try to repeat it as exoctly as you can.
Read the story below, then say Now repeat back as much of that story as you can.
Scoring: 1 ponnt for serbatm secall of bold, #akc words or allernatives, shown beiow 1 color within paresthess, Recond niresons of varatioes in
the Rrsporses colann
Triad 1 Tral2
Story Tral | Responses Score Trial 2 Resporsses Scoee h?&sﬁ’"
(©orl) (Dorl)
1. On Tuesday,
1 May
1. Fourth,
4. in Cleveland, Chio,
» 5.2 3alarm
& fire broke cut.
7. Two
& botels
9. and 2 restourant
10 we= destroyed
11. before the firefighters (firemen)
12 wem ableto r
Mlmw
Total Score
(Trad 1 & Trmal 2
Razge=0-24
= REANS Form A_sn_US_v1.0_08 Feb 2019 Puge Sof 14
I RMETT) LG el 3 ﬂ A uznll
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Appendix 22: Repeatable Battery for the Assessment of Neuropsychological Status

Figure Copy .

Fold ths page back and present the Figure Copy Drawing Page along with the stimulus. Ask the examinee to
make an exact of the figure. Tell the examinee that he or she is being timed, but that the score is based only
on the exactness of his or her copy.

Scoring: | poat for comectness and complesesess (drawing), ;md | point for proper placement. Sex Appeadix | in Strrusbss Boolclet A fior complete
sarmy Stera sd xonng eunpls

e 0

Figure Copy Criteria
(Fold back for use.)
— oulﬂ Qcrl) |@1Lor2) Soming Coiteln
1. mctnghs Deawtag, ae ax crivolen and 220t mgles %0 dgrees ioptotion bnes 298 looger tan sdes
Placerent: not mtaterd mom: than 19 degess
1 dogoral oo Deawing koo 2% wrbmien and 2295/ and shockd approatrasdy beet exch oher

Placement: eads of bne stodd meet cmens of the mctaeghe wethout sgpeicrt owrlyp o nesanble
dsarce Setwem the exch of the ins ;nd the comen

3 hotmetal e mhuﬁumd  sheuid ot eaceed 12 the of the mgle
Flacement: shockd bt el ode =axgle 3 sporomTaiel 2 2% ngle and meret the
cos
4.crck Drawiay, mad, wnbrsen axd cosed, dlarnder shockd be apomcrcly UM-10 hoght of ecangke
Maxment: placed 12 aporoprae segreent. 20! ioecking avy ofber part of hgux
5. 3 sraall cecles. Deawtay, mad, unbesken 23d ciosed, equal s tnanguiar amngement. nat ioaching axch ciser
Pacement: 1= approprae segreent. ot beching igere. masglke formed nat mtzed mowm fun 15 deges
0 square Deawing; muzt be dsed %0 degree ngiex s stog™ nd undeben heght B 14-10 Segit o mangle
Flacemeat: = spproprace segrment. nat ioeching any other pust of fzee not waied mow: B 15 degress
e Drawiag ! corvad seprers ov approcnuey o nal comed drection of
— mﬂdhm“buxm‘;ﬂx&ﬁmﬁm&
& ogsids (o Drawtay verticy o of e cutsice e 5 paadle] 1o side of morgle 5172 e dmﬂ:

bortortsl hee crave veracal 2t 90 degree angle 23d 5 betwers 20-50% of iengh of vertal
h—xhﬁhdaﬂmmﬁuw*hn&wdmh

Seiow oz does ot penddrae the
trngle Drawtag foemed by 1 ndes of 5 betwer= 03- . sades e stight, usbevkes
3 m:}*gmﬂ;lﬂ of rarghe trargk & ppecmaly W4 of the
Macemeat: rughly cortemd on he kf wertial side of Be mctzge
10 s mq:{mammmm-mmnwummu
w
&tuﬁhwwd”ﬂhﬂmwhm
of dugoral com
Total Scoee
Range=0-10
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Appendix 22: Repeatable Battery for the Assessment of Neuropsychological Status

Figure Copy Drawing Page
(Fold backfor usa)
REANS Form A_en_US_v1.0_08 Fed 2019 Page S of 14
AT Sy e § O ronss sevu
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Appendix 22: Repeatable Battery for the Assessment of Neuropsychological Status

I} Line Orientation T
Present the sample item, and say These two lines down hare (indicate) match two of the lines oa top. Can you tell
ma the numbars, or point to the lines that thay match? Correct any errors and make sure the examinee understands
the task. Continue with ltems 1-10.

Scoring ] pomt for exch lire cormatly idenmtied.
Correct Score Coerect Score
= Responscs | gesponses | (0,1,0r2) — Respoases | pespoases | (0, Lar2)
Sammple 17 ) 1.6
1 w12 L. 3,0
1 am [ 3 58
: | 69 . 13
+ 813 . nu
s, 24 Total Score
Range=0-20
[E3 Picture Naming [ L —

b Ask the examinee to name each picture. Give the semantic e only If the picture Is cbviously misperceived.
Scoring | pomt for exch ttem that & comecily named poataneccsly or blowtng zmantk ce.

hen Semantic Cue Responses (m)
1.char apece of e
1 panct wad borwirng
1wl yva gt wake bon €

tgrfle | mamd
s.miboat | wsad on the waey O “bamn.” query vhat knd)

tanron | awapm, waln vir

7. phers atwel

Etrumpast | amoscd nemeent (one” day)
b.dohepin | wad 1o bold brerdyy ooa e
10k 113 foan e 2x

Total Score
Range=0-10

= REANS Form A_sn_US_v1.0_0d Feb 2019 Puge 8 of 14
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Appendix 22: Repeatable Battery for the Assessment of Neuropsychological Status

Semantic Fluency C+ T —

Say Now I'd like you to tell me the names of all of the different kinds of fruits and vegetables that
you can think of. I'll give you one minute to come up with as many as you can. Ready?

Scoring: | potat for each cormect mspoese

1 n 2 n
1 n n -3
3 n a n
4 “ M .
s 13 n 6
o » »n x
T " bad b
L1 n a b4
9 w n »
] » n Q@
Total Score
Range-0—40
[E2 oigit Span
’ Say [am going to say some numbers, and | want you to repeat them after me. Okay?
Read the numbers at the rate of 1 per second. Only read the second string in each set if the first string was faded.
Discontinue after fadlure of both strings in any set.
Scorimg: 1 potats for the firt grng corrent, | point for the second Srisg coreat, aad 0 poteis for both strings ktled.
Score Scoee| hiern Scoee
hen Fast Sy s?.’a}] Secad Sineg 5';,?'" 0D
L &9 =3
1 835 1—b1
1 7-2—4-% 1—-—3-38
4 5-3-52-4 3825
3 —A-2-5-3-5 —1-5-3-7—4
0 2851837 [ S B EE S )
B e e e e e T | 514 0-T-3 ¥
i 1=-5-5-2-3-T744 $—1-9-7—6-2-3—4-5
Total Scoee
Range-0-16
- REANS Form A_sn_US _v10 08 Feb 2019 Puge T of 14
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Appendix 22: Repeatable Battery for the Assessment of Neuropsychological Status

Coding @. Tim Urmit- 90 sacond
8|

Ssy Lookat these baxes (indicate key). For each one of these marks there is a number that goes with it. Down
here there are marks, but no numbers. | want you to fill in the number that goes with each mark.

Demonstrate the first three. Say Now | would like you to fill in the rest of these boxes up to the double lines

(indicate) for practice. Correct any errors as they are made. Make sure that the examines understands the task and

has correctly completed the sample items before you begin timing.

Say Now | would like you to continue to fill in the numbers that match the marks. Go as quickly as you con
without skipping any. When you reach the end of the line, go on to the next one. Ready? Go ahead.

Redirect the examinee to the task  he or she becomes distracted. If the examinee is unable to comprehend the
task, the subtest score is 0.

Scering: | pont lor each tems comectly anded within 90 sconds (do nat scove the sample ters)

Note: Familiarize yourself with these r tions before administering this subtest.
Jotal Score
Razge-0-89
»
- REANS Form A_sn_US v1.0_08 Feb 2019 Page 8 of 14
I CREET) ML AR b ﬂ mld’"l
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Appendix 22: Repeatable Battery for the Assessment of Neuropsychological Status

SAMPLE

—Tll ATl ol IS =T o | S ]

- REANS Form A_sn_US_v10_0f Feb 2019 Page & of 14
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Appendix 22: Repeatable Battery for the Assessment of Neuropsychological Status

List Recall

Say Do you remember the list of words that | read to you in the beginning? Tell me as many of those words as

you can remember now.
Scoring: | potat for each wond corectly seaalied

Lis 5
(Do st read) Response @ar )
Market

Package

Bbow

Aople

Stery

Carpet

Bubbie

Highway

Saddie

Towar

Total Scoee
Range-0-10

ELJ List Recognition

Say I'm going to read you some words. Some of these words were on that list, and some of them weren't. | want

you to tell me which words were on the list. For each word, ask Was on the list?
Scoring: | potat for each woed coerectly identifier] Circle the letter cormepording 1o exarizee’ seporse (y = yes, 2 = no bold, cptedtaed (Y N)
letter indicates cormed respon.

L=t Circle One | List Gxle One | Lin Cizcle One | Lat Circle One

1. hpple Y 8 | & sl ¥ N |11 Bebbls Y n |16 sadde Y ®

2 honay ] N | 7 bt y N |12 paine ¥ N |17 Powdar v .

1 Market Y s | & capet Y n |11 Highwey Y n |18 angd ¥ N

4 Story Y s | & aky ¥ N | oyser ¥ N |19 Package Y s

5 kb Y N |12 How Y n |15 shucket ¥ N |20 meadow Y ~
Total Scoee
Razge-0-20

- REANS Form A_sn_US_v1 0_08 Feb 2019 Page 106 14
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Appendix 22: Repeatable Battery for the Assessment of Neuropsychological Status

m Story Recall

Say Do you remember that story about a fire that | read to you earlier? Tell me as many details from the
story as you can remember now.

Scorimg | poit for each verbatee recall of bold, Raikc words or shemutives, shown below in color within preathesss. Second iIntnusces or ranaicas
n the Responees odunn

Stoey (Do not read ) Responses I(co-:aﬁt

1. On Tuesday,

1 May

1. Fourth,

4. o Ceveland, Chio,
5. 2 Jdlarm

6. fire broke oul.

7. Two

& hoteis

9. and 2 restourant

10. were destroyed

11. befose the firefighters fremen)

12 were sble 1o extinguish R (put & out),

Total Scoee
Range-0-12

REANS Form A_sn_US_v1 0_08 Feb 2019 Page 11af 14
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Appendix 22: Repeatable Battery for the Assessment of Neuropsychological Status

Figure Recall

Say Doyouremember that figure that | hod you copy? | want you to drow as much of it as you can remember now.
If you remamber a part, but you're not sure where it goes, put it anywhere. Try to drow as much of it as you can.

Now, present the Figure Recall Drawing Page.

Scoring: | potnt for comeciness and ampleseness (drawteg), ;nd | pant for proper placement. See Appeadix | in Starmubus Booidlet A for corplete
sarny Stera nd sonng eanpls

e D

Figure Recall Criteria
(Fold back for use.)
e 5 'I'J‘I"wc"l') 'nsf:n Scormg Criteria
R L. rctngle nn-qh;:.ﬂh::n Py 30 dgres ioptotion bns 293 losger han sdes
1 dogoal cnss Deawiag kae 1 wboien and gapht and shockd spproatraidy beent exch oher

PMacerest: exdsof ks should mert comens of the axizsgle witou sgreicrt cwerkyp or remarblk
dnarce ddwem lhe exch of the ins nd the comens

3 hotoeta e Drawtay kee b utbeshen 3ad stowghe, should ot exceed 12 the leagh of the matmgle
Placement: shacid et ik s of the rectongle o approaomately 2 sght angle and Iniemext e dgossl o2

1 o Dewtay, mad, inbest: a2d cosed, durae shockd be pomcmaely LM- LD hoght o ecangk
Macement: placed 1= ipomenme sepTEn: 20! 1oechmy Ty oe pant of A

5. 3 seall canclos Deawing Ped, undesken 2ad ciosed, equal s, tringular arngeraent. nat iseching exch olber
Mxcemest |2 ipproore segraent o3t Ischng bgere Haglk ormed not xized mom tan 19 deges

o suan Deawing st be dsed % degee Igies. s 2ag nd unbebea hegt 5 LA-10 beght of mamge
Pacemest: = appoprae segraent. ot koeching avy other puet of Ggu not moated more Ban 15 degres

7. cunving e Deawtay, 2 carved sgrents ax ippmonady equal n length and symreinal comed drecios of arves
Pacemest: exds of bre louch dagoeal; do 2ot louck comer ol rctangle o riesedion of dagnd Ins

SR e o e i 90 ege gt 1 5 s 3508 g o e
Facemest: hosanal lre of oade oo louches rectasgle thaz o wctrgle bt
mw.ummmhﬁ“ﬂ i ———

9 thngle Eﬁmwl?gﬂ;m&m .uha:mﬂnmh*msdh

s

Pacement: rughly corterd on the el venial side of Be mctagle

10 arow m;zmmmm“nnmﬁuﬂnwﬁmmu
Placemest: med protmade from approprite commer of =rangle soch thar 2af apoess 1o be ontnatin
ol fugeeal cos

Total Scoee
Range=0-20
- REANS Form A_sn_US_v10_08 Feb 2019 Puge 12004
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Appendix 22: Repeatable Battery for the Assessment of Neuropsychological Status

Figure Recall Drawing Page

Fold back for usa)

REANS Form A_sn_US_v10_08 Feb 2019 Page 1560 14
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Appendix 22: Repeatable Battery for the Assessment of Neuropsychological Status

Score Conversion Page
EH HE
I. Immediate Memory
1. Uist Leaming ,
>
2. Story Memory |
Il. Visuospatial/Constructional )
3. Figure Copy
>

4. Une Orlentation I

_ |\ ¥
lll. Language ‘?*’LL

5. Picture Naming

6. Semantic Fluency T
IV. Attention E S )
7. Digit Span

8. Coding > |
V. Delayed Memory v +)
9. ust Recall

10. Ust Recognition
11. Story Recall E :

12. Figure Recall ' '

Sum of Total Scores for
Subtests 94+ 114+ 12=

Note.Usa Appendix 2 inthe  Sum of Index Scores
| kot to (hgh-coliomd boes)

Total Scores to Index Scores g

and Sum of Indax Scores to v

Total Scala. Subtest scaled

scores and cumulative par- TOTAL SCALE I

contages are Ao avalable,

REANS Form A_sn_US_v1 0_08 Feb 2019 Page 14 of 14
I CRETT ) LG s W ﬁ Y uﬂvl
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Appendix 22: Repeatable Battery for the Assessment of Neuropsychological Status
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Appendix 23 Diagnostic Classification Form (DCF)

Do not reproduce or distribute. The Sponsor will provide sites with all instruments to
be completed in this study.

Diagnostic Classification Form

Current Diagnosis:
(to be completed after all clinical scales have beenadministered for the visit)

Normal Cognition: No evidence of decline from baseline on
neurocognitive testing or study partner reported cognitive decline.

MCI due to AD: Evidence of decline in cognition on basis of participant or
study partner report, and evidence of decline on neurocognitive testing, but
participant remains relatively independent in managing routine activities of
daily living.(Complete supportive narrative on page 2).

MCI due to other cause: Evidence of decline in cognition on basis of participant
or study partner report, and evidence/of decline on neurocognitive testing, but
participant remains relatively independent inmanaging routine activities of daily
living.

Clinical and/or other findings (MR, labs) suggest an etiology for cognitive
impairment other than AD. (Complete supportive narrative on page 3).

Dementia due to AD: Evidence of cognitive decline in multiple cognitive
domains of a magnitude sufficient to interfere with routine activities of daily
living. (Complete suppoitive narrative on page 4).

Dementia due to other cause: Evidence of cognitive decline in multiple
cognitive domains of a magnitude sufficient to interfere with routine activities of
daily living. Clinical and/or other findings (MRI, labs) suggest an etiology for
dementia otherthan AD. (Complete supportive narrative on page 5).

Roche WN42444 Diagnostic Classification Form_en_US_v1.0_13 Sep 2021
Page 1
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Appendix 23: Diagnostic Classification Form (DCF)

MCI| due to AD

* Subjective evidence of decline in cognition (typically memory), observed since
the baseline visit, preferably as reported by the study partner or observed
clinically.

* Evidence of impairment of cognition in one or more cognitive domains as
measured by decline in cognitive functioning from baseline on objective testing.

* Preservation of independence in functional activities. Persons with MCl typically
have some difficulty managing more complicated activities of daily living and may
require some assistance or supervision of things like financesior medications. In
general, however, there should be no evidence of significant impairment of activities
of daily living or social functioning that would constitute a dementia in the judgment
of the Investigator.

* In the investigator’s opinion, the participant’s MCI is due to AD. Other central
nervous system etiologies have been ruled out, including other neurodegenerative
disorders, toxic, metabolic, or infectious conditions.

Please include an explanation as to why you feel this diagnosis is warranted, providing
supporting evidence for each of the criteria above.

Brief supporting narrative (additional space for notes on page 6):

Roche WN42444 Diagnostic Classification Form_en_US_v1.0_13 Sep 2021
Page 2
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Appendix 23: Diagnostic Classification Form (DCF)

MCI due to cause other than AD

This diagnosis should be reserved for cases of MCI that in the investigator's opinion
are due to causes other than AD (e.g., a participant who suffers a thalamic infarct that
produces clinically significant impairment of memory).

Please include a narrative that describes the onset, nature and severity of the
cognitive impairments and the rationale for the diagnosis, including any relevant
laboratory data:

Presumed etiology of MCI due to non-AD cause:

Brief supporting narrative (additional space for notes on page 6):

"Roche WN42444 Diagnostic Classification Form_en_US_v1.0_132 Sep 2021
Page 3
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Appendix 23: Diagnostic Classification Form (DCF)

Dementia due to AD

Participant has cognitive impairments which:
* Were gradual in onset
* Represent a decline from a previous level of cognitive functioning

¢ Include memory impairment as an early and prominent feature

* Include impairment in at least one cognitive domain other than memory
(e.g., language, executive, attentional, visuospatial functions)

¢ Have progressively worsened over time

¢ Are currently severe enough to significantly impair activities of daily living or
social functioning.

In the Investigator's opinion:

¢ The participant's dementia is due to AD. Other central nervous system disorders
have been ruled out, including other neurodegenerative, toxic, metabolic, or
infectious conditions.

Please include an explanation as to,why you feel this diagnosis is warranted, providing
supporting evidence for each of the criteria above.

Brief supporting narrative (additional space for notes on page 6):

|Roche WN42444 Diagnostic Classification Form_en_US_v10_13 Sep 2021

Page 4
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Appendix 23: Diagnostic Classification Form (DCF)

Dementia due to other cause

This diagnosis should be reserved for cases of dementia that in the investigator's
opinion are due to causes other than AD (e.g., frontotemporal dementia, Lewy body
dementia, NPH, etc.).

Please include a narrative that describes the onset, nature and severity of the
cognitive and functional impairments and the rationale for the diagnosis, including
any relevant clinical and laboratory data:

Presumed etiology of non-AD dementia:

Brief supporting narrative (additional space for notes on page 6):

Roche WN42444 Diagnostic Classification Form_en_US_v1.0_13 Sep 2021

Page 5
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Appendix 23: Diagnostic Classification Form (DCF)

Notes

Roche WN42444 Diagnostic Classification Form_en_US_v1.0_13 Sep 2021
Page 6
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Appendix 24 Clinical Safety Laboratory Tests

The tests detailed in Table A24—1 will be performed by the central laboratory. See the
schedule of activities (Section 1.3) for the testing timing and frequency.

Instruction manuals and supply kits will be provided for all central laboratory
assessments.

Local laboratory results are only required in the event that the central laboratory results
are not available in time for study treatment administration and/or response evaluation.
If a local sample is required, it is important that a sample for central analysis be obtained
at the same time. Additionally, if the local laboratory results are used to make either a
study treatment decision or a response evaluation, the results must be entered on the
electronic Case Report Form.

Protocol-specific requirements for inclusion and exclusion of participants are detailed in
Section 5.

Additional tests may be performed at any time during the study if determined to be
necessary by the investigator or if required by local regulations.

For sampling procedures, storage conditions, and shipment instructions, see the
Sample Handling and Logistics Manual.

Investigators must document their review of each laboratory safety report.

Gantenerumab—F. Hoffmann-La Roche Ltd
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Appendix 2: Clinical Safety Laboratory Tests

Table A24-1 Protocol-Required Safety Laboratory Assessments

Central Laboratory Tests

The following laboratory assessments will be performed at screening, baseline, Weeks 25, 53,
79, 105, 131, 157, 183, 211, safety follow-up, unscheduled visits (as applicable), early
termination visit as well as during the post-progression dose escalation period at Weeks 1P,
25P and unscheduled visits (as applicable) (Section 1.3):

e Serum chemistry: AST, ALT, alkaline phosphatase, total protein, total bilirubin, serum
albumin, creatine phosphokinase, sodium, potassium, bicarbonate, chlorine, calcium,
glucose, BUN, and serum creatinine (and creatinine clearance calculated by the central
laboratory)

e Hematology: hemoglobin, hematocrit, red blood cell count (with morphology), white blood
cell count, basophils, eosinophils, lymphocytes, monocytes, neutrophils, and platelets

Urine for pregnancy test will be performed in women of childbearing potential (including those
who have had a tubal ligation) at screening, prior to PET scans, at the safety follow-up visit or
early termination study visit, or if suspected to have become pregnant, and for any other female
participants if required by local regulations. If a urine pregnancy test is positive, it must be
confirmed by a serum pregnancy test at the central laboratory.

In addition, the following laboratory assessments will be performed at screening, Weeks 53,
105, 157, 211, safety follow-up, unscheduled visits (as applicable), early termination visit as well
as during the post-progression dose escalation period at Week 1P (Section 1.3):

e Metabolic tests: Hemoglobin Asc, total cholesterol, high-density lipoprotein, low-density
lipoprotein, triglycerides, folic acid, vitamin B-12, methylmalonic acid, total thyroxine, free
thyroxine, and thyroid-stimulating hormone levels
These test should be collected as fasting samples (i.e. at least 4 hours after meals)

e C-reactive protein

e  Prothrombin time

The following laboratory assessments will be performed at screening only (Table 1 and Table 4)

o Viral serology: HIV, hepatitis B, and hepatitis C

e Urine sample for drugs of abuse
At screening only, urine samples will be analyzed for the presence of the following drugs of
abuse: amphetamine, benzodiazepines, cannabinoids, opiates, cocaine, barbiturates, and
methadone. Results will be used to verify participant eligibility pertaining to drugs of abuse.
Inconclusive results may be repeated once during the screening period.
Investigators should use their best clinical judgment in cases where results may be
erroneous (e.g., permitted use of opiates or ingestion of food/food supplements).

e Urinalysis
At screening only, urinalysis will be performed at the site by dipstick for blood, protein,
glucose, and pH. Microscopic examination will be performed by the central laboratory if
blood and/or protein results are positive or strongly positive.

PET = positron emission tomography.

Gantenerumab—F. Hoffmann-La Roche Ltd
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Appendix 25 Abbreviations

Abbreviation

Definition

AIBL

AD

ADA
ADNI
AD-CGI-S

AD-PGI-S

AD-SPGI-S

A-IADL-Q-SV

APOE
ARIA-E
ARIA-H
ATRI
BGTS
CBF
CDR
CDR-GS
CDR-SB
CFla
CFT
ClinRO
COA
CRF
CRO
CSF

Ccv
C-SSRS
DCF
DMI

DTI

EC
eCOA
eCRF
EDC

Australian Imaging, Biomarker, and Lifestyle
Alzheimer's disease

anti-drug antibody

Alzheimer’s Disease Neuroimaging Initiative

Alzheimer’s disease Clinician Global Impression of Cognitive
Function

Alzheimer’s disease Participant Global Impression of
Cognitive Function

Alzheimer’s disease Study Partner Global Impression of
Cognitive Function

Amsterdam Instrumental Activities of Daily Living
Questionnaire Short Version

apolipoprotein

amyloid-related imaging abnormality—edema/effusion
amyloid-related imaging abnormality—hemosiderin deposition
Alzheimer’s Therapeutic Research Institute
Barkhof Grand Total Score

cerebral blood flow

Clinical Dementia Rating

Clinical Dementia Rating Global Score
Clinical Dementia Rating Sum of Boxes
Cognitive Function Instrument acute
category fluency test

clinician-reported outcome

clinical outcome assessments

Case Report Form

Contract Research Organization
cerebrospinal fluid

coefficient of variation

Columbia-Suicide Severity Rating Scale
Diagnostic Classification Form

Delayed Memory Index

diffusion-tensor imaging

Ethics Committee

electronic clinical outcome assessment
electronic Case Report Form

electronic data capture
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Appendix 25: Abbreviations

Abbreviation

Definition

EQ-5D-5L
FDA
FLAIR
GCP
GDS-30
HABS
iCAC
ICF

ICH
iDMC
IMP

IRB

ISR
IXRS

LP

MCI
MMSE
MRI
NCRAD

NfL
NSDCR
ObsRO
OLE
PACC-5
PerfO
PET

PK
PRO
Q1w
Q2w
Q4w
QoL
RBANS

RBR

EuroQol 5-Dimension 5-Level Questionnaire
U.S. Food and Drug Administration
fluid-attenuated inversion recovery

Good Clinical Practice

Geriatric Depression Scale-30 items

Harvard Aging Brain Study

independent Clinical Adjudication Committee
Informed Consent Form

International Council for Harmonisation
independent Data Monitoring Committee
investigational medicinal product

Institutional Review Board

injection-site reaction

interactive voice or Web-based response system
lumbar puncture

mild cognitive impairment

Mini Mental State Examination

magnetic resonance imaging

National Cell Repository for Alzheimer's Disease and Related
Dementias

neurofilament light

not study drug or condition-related
observer-reported outcome
open-label extension

Preclinical Alzheimer’s Cognitive Composite-5
performance outcome

positron emission tomography
pharmacokinetic
participant-reported outcome
every 1 week

every 2 weeks

every 4 weeks

quality of life

Repeatable Battery for the Assessment of Neuropsychological
Status

Research Biosample Repository
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Appendix 25: Abbreviations

Abbreviation

Definition

SAP
SDCR
ULN
WES

Statistical Analysis Plan

study drug or condition-related
upper limit of normal
whole-exome sequencing
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