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Supplemental Table 1. Representativeness of Study Participants.

Disease

Preclinical Alzheimer’s disease

Sex and gender

AD is more common in women than men

Race or ethnic group

Increased risk and burden of dementia
greater among African-American/Black
and Hispanic/Latino individuals compared
with non-Hispanic White individuals

Age

Prevalence increases steeply with age

Other considerations

Lower prevalence of amyloid accumulation
in African-American/Black and
Hispanic/Latino individuals confirmed
during screening for A4. This finding is
under investigation, but it may be an
indication of increased risk of other
dementia factors, such as vascular disease,
in these groups.

Overall representativeness of this trial

The population studied in A4 is not
representative of the population at risk for
age-related cognitive decline or AD.
Ongoing and future studies require major
efforts to establish relationships of trust
with diverse communities and minimize
barriers to participation.
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Supplemental Figure 1. Administered doses of solanezumab or placebo per
participant and weeks since randomization. White spaces indicate missed doses
or attrition. Participants who enrolled earlier and received fewer doses of 1600mg are
depicted towards the bottom. Participants who enrolled later and received more doses

of 1600mg are depicted towards the top. The hiatus in dosing due to the COVID19

pandemic is visible as the diagonal white band for all but the earliest enrolled

participants.
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Number of Participants

Variable (Placebo, Solanezumab) Estimate 95% CI
Gender Female (351,329) —i— -0.163 (-0.868, 0.541)
Male (231,235) —l— -0.583 (-1.342,0.177)
Age 64-74 (431,418) il -0.307 (-0.881, 0.268)
75-85 (145,144) '—I-E—O -0.330 (-1.477,0.817)
Race & Ethnicity non-URG (530,512) - -0.251 (-0.789, 0.288)
URG (48,46) — 1757 (-3.94,0.426)
APOE e4 Carrier (341,333) '—I—:ﬂ -0.581 (-1.32, 0.159)
Non-Carrier (241,231) —i— 0.065 (-0.592, 0.722)
APOE Genotype  No E4 (241,231) '—p—c 0.065 (-0.592, 0.722)
E2/E4 (22,13) : > 1.254 (-1.571, 4.078)
E3/E4 (272,273) —{—h -0.575 (-1.344, 0.194)
E4/E4 (47,47) : -0.926 (-3.432, 1.58)
Family History No (134,153) —— -0.119 (-1.231, 0.993)
Yes (448,411) '—I-:H -0.392 (-0.985, 0.201)
Discontinuation No Discontinuation (423,406) '—-I-' -0.257 (-0.784, 0.27)
Discontinued (159,158) —_— -0.355 (-2.439, 1.728)
53 o b

PACC Contrast and 95% CI

Favors Placebo  Favors Treatment

Supplemental Figure 2. Subgroup Analyses of Primary Outcome

Forest plot of spline model adjusted randomized group difference in mean Preclinical
Alzheimer Cognitive Composite (PACC) within the indicated subgroups. Confidence
intervals (Cl) which extend off of the plot are indicated with arrows. The natural cubic
spline model includes effects for (i) two spline basis expansion terms for each
subgroup, (ii) subgroup, (iii) PACC test version administered, (iv) age, (v) education,
(vi) APOE4 Carrier Status (yes/no), and (vii) baseline florbetapir cortical SUVr. This
model constrains the baseline treatment group means to be the same within each
subgroup, but allow different baseline means for the subgroups. Redundant terms are

dropped from the model in those cases in which the subgroup of interest is
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overlapping with this general model (age and APOE subgroups). URG,

Underrepresented Group.
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Supplemental Table 2: MMRM Analysis of Primary and Secondary Endpoints
(Modified Intention-to-Treat Population).

Endpoint Solanezumab Placebo
PACC No. of participants evaluated* 401 423
Adjusted mean change -1.68 -1.34

Adjusted mean difference vs. placebo (95% Cl) -0.34 (-0.94 to 0.27)

CFl Combined No. of participants evaluated* 403 416
Adjusted mean change 1.84 1.30

Adjusted mean difference vs. placebo (95% Cl)  0.54 (-0.07 to 1.15)

ADL Partner No. of participants evaluated*® 403 419
Adjusted mean change -2.59 -1.87
Adjusted mean difference vs. placebo (95% CI) -0.72 (-1.49 to 0.05)

CDR-SB No. of participants evaluated* 405 421
Adjusted mean change 0.86 0.66
Adjusted mean difference vs. placebo (95% CI)  0.20 ( 0.01 to 0.40)

Adjusted mean and nominal 95% confidence intervals (Cl) for the final visit derived from Mixed Model
Repeated Measures (MMRM) analysis of Preclinical Alzheimer’s Cognitive Composite (PACC),
Cognitive Function Index (CFl) Participant and Partner, ADCS-Activities of Daily Living (ADL)
Prevention Questionnaire Partner, and Clinical Dementia Rating - Sum of Boxes (CDR-SB).
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Supplemental Table 3. Imaging Biomarker Endpoints.

Endpoint Solanezumab Placebo
FBP No. of participants evaluated* 462 477
Composite
Adjusted mean change 11.6 19.3
Adjusted mean difference -7.7 (-10 to -5.1)
vs. placebo (95% CI)
FTP MTL No. of participants evaluated* 172 168
Composite
Adjusted mean change 0.0547 0.0665
Adjusted mean difference -0.012 (-0.03 to 0.006)
vs. placebo (95% ClI)
FTP No. of participants evaluated* 172 168
Neocortical
Composite Adjusted mean change 0.0720 0.0858
Adjusted mean difference -0.014 (-0.04 t0 0.012)
vs. placebo (95% CI)
MRI Cortical No. of participants evaluated* 394 408
Gray Matter
Adjusted mean change -15.3 -14.1
Adjusted mean difference -1.2 (-2.510 0.19)
vs. placebo (95% CI)
MRI No. of participants evaluated* 394 408
Hippocampal
Volume Adjusted mean change -0.505 -0.492

Adjusted mean difference
vs. placebo (95% CI)

-0.013 (-0.054 to 0.027)

The table provides model adjusted mean change and nominal 95% confidence intervals (Cl)
estimated from analysis of covariance models with age, APOE, treatment group, and baseline
biomarker value as covariates. The 95% confidence intervals are not adjusted for multiple
comparisons. Endpoints include florbetapir (FBP) amyloid positron emission tomography
(PET) composite in centiloids, flortaucipir (FTP) tau PET medial temporal lobe (MTL)
composite of amygdala, entorhinal, and parahippocampal standardized uptake value ratios
(SUVr), FTP tau PET neocortical composite of fusiform, inferior temporal, middle temporal,
inferior parietal SUVr, and magnetic resonance imaging (MRI) of hippocampal and total gray
matter volume in cubic centimeters (cc).
*Some participants had delayed evaluations beyond 240 weeks due to the COVID pandemic.
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Supplemental Figure 3. Imaging Biomarker Endpoints. All panels show model
adjusted mean change and nominal 95% confidence intervals (Cl) estimated from
analysis of covariance models with age, APOE, treatment group, and baseline
biomarker value as covariates. The 95% confidence intervals are not adjusted for
multiple testing. Panel A shows florbetapir (FBP) amyloid positron emission
tomography (PET) composite in centiloids. Panel B shows flortaucipir tau PET medial
temporal lobe (MTL) composite of amygdala, entorhinal, and parahippocampal
standardized uptake value ratios (SUVr). Panel C shows FTP tau PET neocortical
composite of fusiform, inferior temporal, middle temporal, inferior parietal SUVr.
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Panels D and E show magnetic resonance imaging (MRI) of total gray matter volume
and hippocampal volume in cubic centimeters (cc).
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Supplemental Figure 4. Cognitive and functional scores by level of baseline
amyloid.

All panels show results for the modified intention-to-treat population. The shaded
regions represent nominal 95% confidence intervals that are not adjusted for multiple
testing. Data are aggregated with respect to treatment groups and grouped instead by
tertiles of baseline florbetapir amyloid positron emission tomography (PET). The
Panel A shows the primary end point, the Preclinical Alzheimer Cognitive Composite
(PACC). The PACC is the sum of four z-scores with higher scores indicating better
cognitive performance. The adjusted means and 95% confidence (indicated by
shaded regions) were estimated using a natural cubic spline model. The model allows
amyloid group baseline means to be different and includes (i) two spline basis
expansion terms for each amyloid group (six terms total), (ii) PACC test version
administered, (iii) age, (iv) education, (v) APOE4 Carrier Status (yes/no), and (vi)
baseline florbetapir cortical SUVr. Panels B and C show spline model adjusted mean
Cognitive Function Index (CFI) Participant and Partner, ADCS-Activities of Daily
Living (ADL) Prevention Questionnaire Partner. Panel D shows spline model adjusted
mean Clinical Dementia Rating - Sum of Boxes (CDR-SB). Panel E shows Kaplan-

Meier estimates of Global Score (CDR-GS) Progression stratified by amyloid group.
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Supplemental Table 4. Adverse events.

Solanezumab Placebo
(N =572) (N =591)

Events of special interest
Any Treatment Emergent adverse 560 (97.9) 577 (97.6)
event (TEAE)
TEAE definitely related to 6 (1.0) 8 (1.4)
Solanezumab or Placebo
Treatment Emergent Serious 172 (30.1) 158 (26.7)
Adverse event (TESAE)
Death 6 (1.0) 7(1.2)
TEAE leading to discontinuation 28 (4.9) 34 (5.8)

ARIA, n (%)

ARIA-E, n (%)

ARIA-H, n (%)
Microhemorrhage, n (%)

Superficial siderosis, n (%)

167 (29.2%)
1(0.2%)
167 (29.2%)
158 (27.6%)

19 (3.3%)

194 (32.8%)
2 (0.3%)
194 (32.8%)
189 (32.0%)

19 (3.2%)
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Adverse event that occurred in
25% of participants in either

group

Upper respiratory tract infection
Fall

Nasopharyngitis
Arthralgia

Headache

Urinary tract infection
Dizziness

Diarrhoea

Back pain

Cataract

Sinusitis

Contusion
Hypertension

Fatigue

Rash

Osteoarthritis
Cognitive disorder

Bronchitis

174 (30.4)
172 (30.1)
117 (20.5)
116 (20.3)
113 (19.8)
83 (14.5)
80 (14.0)
78 (13.6)
78 (13.6)
61 (10.7)
59 (10.3)
59 (10.3)
58 (10.1)
56 (9.8)
56 (9.8)
55 (9.6)
51(8.9)

50 ( 8.7)

198 (33.5)
160 (27.1)
121 (20.5)
119 (20.1)
118 (20.0)
94 (15.9)
62 (10.5)
78 (13.2)
78 (13.2)
75 (12.7)
74 (12.5)
56 ( 9.5)
60 (10.2)
46 (7.8)
39 (6.6)
63 (10.7)
34 (5.8)

63 (10.7)
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Influenza

Pain in extremity

Basal cell carcinoma

Skin laceration

Muscle strain

Cough

Muscle spasms

Anxiety

Vertigo

Depression

Skin abrasion

Arthritis

Insomnia
Gastrooesophageal reflux disease
Nausea

Squamous cell carcinoma
Sciatica

Ligament sprain
Seasonal allergy

Cellulitis

49 ( 8.6)
47 (8.2)
47 (8.2)
43 (7.5)
43 (7.5)
43 (7.5)
40 ( 7.0)
38 (6.6)
35 (6.1)
35 (6.1)
34 (5.9)
34 (5.9)
34 (5.9)
33(5.8)
33(5.8)
33(5.8)
33(5.8)
31(5.4)
30 (5.2)

29 (5.1)

43 (7.3)
53 (9.0)
53 (9.0)
53 (9.0)
37 (6.3)
50 ( 8.5)
33 (5.6)
34 (5.8)
29 (4.9)
38 (6.4)
28 (4.7)
37 (6.3)
36 (6.1)
38 (6.4)
31(5.2)
30 (5.1)
22 (3.7)
40 (6.8)
24 (4.1)

30 (5.1)
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Myalgia

Dermatitis contact

Viral upper respiratory tract infection
Atrial fibrillation

Pneumonia

Cerebral microhaemorrhage

Arthropod bite

29 (5.1)
29 (5.1)
27 (4.7)
26 (4.5)
26 (4.5)
22 (3.8)

21 (3.7)

23 (3.9)
26 (4.4)
39 (6.6)
31(5.2)
33 (5.6)
41(6.9)

30 (5.1)
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