











Clinical Measure Allowing Earlier Detection of
Clinical Change: ADCOMS

APPROACH ELEMENTS

ADCOMS is a Statistically Derived Score Modeling was Performed to Maximize
Designed to Measure Cognition and Responsiveness to Clinical Progression
Function Longitudinally in Early AD and Treatment in Early AD

I 4 MCI study datasets A Total of 12 items identified from CDR-SB (6),
I 4 mAD dementia study datasets ADAS-cog (4), and MMSE (2)

| ADAS-Cog, MMSE, CDR-SB, NTB, ADLs

PERFORMANCE CDR ADAS-cog MMSE
ADCOMS Predicted 20% or More Personal Care Delayed Word Recall ~ Orientation to Time
Improvement in Responsiveness Over Community Affairs ouiariizien Drawing
Existing Clinical Outcome Measures HOmEI\Z‘Q:O':sbb'eS wOVy;gnZ?ssg[;;?izzny
A Now replicated in 3 settings (Roche SCarlett Orientation

ROAD; Elenbecestat Poster #: P4-389, Judgement and

AAIC 2018; BAN2401 Study 201) Problem Solving
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BAN2401 Analyses

Secondary Endpoints
(12- and 18-month Final Analysis)

: : Change from baseline in PET SUVr
Primary Endpoint (amyloid load)

(Interim Analysis) Subgroup

. Conversion from amyloid positive Anal :
ADCOMS as clinical to negative (visual read) nalyses Using

outcome assessment - Similar
using longitudinal data Change from baseline in ADCOMS _
Methodologies

through 12 months with Change from baseline in ADAS-cog

Bayesian analysis -
Change from baseline in CDR-SB

Change from baseline in CSF measures
(Ab,4,, total-Tau, etc.)







Demographic and Baseline Characteristics Similar
Between Placebo and BAN2401 Treatment Groups

m BAN2401 m Placebo
0% 20% 40% 60% 80% 100%

54% (Mean=SD)

Male BAN2401 Placebo
(N=587) (N=238)
MCI %45"@) ADCOMS  0.378+0.158  0.370%0.166
ADAS-cog#  22.2+7.4 22.67.7
*APOE4+ 771200//: CDR-SB 295137  2.89%1.45
] MMSE 25.6+2.4 26.0£2.3

(0] *

#N=586 in BAN2401, N=237 in Placebo

*PET sub study; N=214 in BAN2401, N=98 in Placebo
— 86%
CDR Global=0.5 =84%

Mean Age = 71.4 and 71.1, range 50-90 and 50-89
(BAN2401 and Placebo)

BAN2401 has more male subjects (53.7% vs 42.4%).
*Proportion of APOE4+ subjects is general for clinical studies in this population.






BAN2401 Reduces Amyloid Burden

Dose dependent reduction in amyloid PET values I Similar results with SUVr and Centiloid measures
(Florbetapir tracer) across all reference regions analyzed
L BAN2401 significantly reduced amyloid PET values - Reference regions analyzed: SWM, WC mask, WC derived,

WC/WM correction, CG, Composite

I Top dose: observed baseline mean (74.5), observed
18-month mean (5.5)

PET SUVr Centiloid

across all doses

ow *

*% *%
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70 units
reduction

Global Cortical Average versus Whole Cerebellum Reference

*P<0.05, **P<0.01, ***P<0.001, ***P<0.0001. AAdjusted mean change from baseline by Mixed Model Repeated Measures (MMRM).

The Mixed Model Repeated Measures (MMRM) uses treatment group, visit, clinical subgroup (MCI due to AD, Mild AD), the presence or absence of ongoing AD treatment at baseline, APOE4 status (positive,
negative), region, treatment group-by-visit interaction as factors, and baseline value as covariate.
For PET analysis N=306 at 12 months and N=277 at 18 months.






BAN2401 Slowed Cognitive Decline on ADCOMS
Over 18 Months (1)

Each Dose vs Placebo

0.00
m *
)]
ol
£ 005
% *
I Dose dependent o| @
reduction in decline =l 2 o010
on ADCOMS over 2| & *
. . . I
time; startlng at g = —e— Placebo
6 months of & 015  ..a.. 5mgkgbiweekly
treatment E 2.5 mg/kg bi-weekly
(O]
§ === 10 mg/kg monthly
2 0.20 5 mg/kg monthly
=== 10 mg/kg bi-weekly
N/
0 6 12 18
Visit (months)
*P<0.05.

The Mixed Model Repeated Measures (MMRM) uses treatment group, visit, clinical subgroup (MCI due to AD, Mild AD), the presence or absence of ongoing AD treatment at baseline, APOE4 status
(positive, negative), region, treatment group-by-visit interaction as factors, and baseline value as covariate.
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Treatment Emergent Adverse Events

BAN2401
2.5 mg/kg 5 mg/kg 5 mg/kg 10 mg/kg 10 mg/kg

Placebo Bi-weekly Monthly Bi-weekly Monthly Bi-weekly

(N=245) (N=52) (N=51) (N=92) (N=253) (N=161)
Category n (%) n (%) n (%) n (%) n (%) n (%)
Any TEAE 216 (88.2) 46 (88.5) 48 (94.1) 81 (88.0) 238 (94.1) 139 (86.3)
Treatment-related TEAE 65 (26.5) 23 (44.2) 25 (49.0) 31 (33.7) 135 (53.4) 76 (47.2)
Serious Adverse Event 43 (17.6) 10 (19.2) 4 (7.8) 16 (17.4) 31 (12.3) 25 (15.5)
Deaths 2 (0.8) 2 (3.8) 0 1(1.1) 2 (0.8) 0
AE leading to discontinuation 15 (6.1) 7 (13.5) 4 (7.8) 10 (10.9) 47 (18.6) 24 (14.9)

Infusion reaction leading

to discontinuation* 2(0.8) 0 0 0 5(2.0) 4 (2.5)

L Incidence rates of AE, SAE and TEAE consistent with patient population and balanced across placebo and
BAN2401 treatment groups
I Most common TEAE were infusion reaction and ARIA (amyloid-related imaging abnormality)

I No changes in labs, ECGs, or vital signs

*Events included in AEs leading to discontinuation.
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Amyloid-Related Imaging Abnormalities-Edema
(ARIA-E) Summary

BAN2401
2.5 mg/kg 5 mg/kg 5 mg/kg 10 mg/kg 10 mg/kg
Placebo Bi-weekly Monthly Bi-weekly Monthly Bi-weekly
(N=245) (N=52) (N=51) (N=92) (N=253) (N=161)
Category n (%) n (%) n (%) n (%) n (%) n (%)
ARIA-E 2 (0.8) 1(1.9) 1 (2.0) 3(3.3) 25 (9.9) 16 (9.9)
APOE4+ 2/173 (1.2%) 1/38 (2.6%) 1/40 (2.5%) 3/84 (3.6%)  23/225 (10.2%) 7/48 (14.6%)
APOE4- 0/72 0/14 0/11 0/8 2128 (7.1%) 9/113 (8%)

Most ARIA-E occurred within first 5/48 (~10%) Cases of Symptomatic ARIA-E
3 months of treatment

Included headache, visual disturbances, or confusion
Mostly mild to moderate in severity I (1) Severe at 2.5 mg/kg bi-weekly; Non serious AE
(radiographic) k(1) Mild at 10 mg/kg monthly; SAE

A (1) Moderate at 10 mg/kg bi-weekly; SAE

A (2) Severe at 10 mg/kg bi-weekly; both SAE

MRI findings typically resolved
within 4-12 weeks

Severity represents radiographic findings.



Overall Summary of BAN2401 Study 201
y y

A First large clinical trial to support I Dose-dependent, clinically meaningful
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the amyloid hypothesis

I Response adaptive randomization
Identified top two doses early with
10 mg/kg bi-weekly as the best dose

I Dose-dependent, statistically
significant reduction in brain amyloid
by 70 units in Centiloid analysis on
top dose [observed baseline mean
(74.5), observed 18-month mean (5.5)]

A Majority of subjects at top dose
became amyloid negative on
visual read with statistical significant
conversion of 81%

and statistically significant slower
decline on clinical outcome measures of
cognition and function at 18 months on
ADCOMS with 30% less decline on top
dose and ADAS-cog with 47% less
decline on top dose; and dose-
dependent, clinically meaningful slower
decline at 18 months on CDR-SB with
26% less decline on top dose

Dose-dependent, statistically significant
effect on CSF A3, 4, and statistically
significant longitudinal reduction in
CSF total-Tau

Generally well-tolerated with ARIA-E
Incidence <10% at highest dose






