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Subgroup Analyses of the Amyloid
PET Substudies From EMERGE and
ENGAGE, Phase 3 Clinical Trials
Evaluating Aducanumab in Patients
With Early Alzheimer’s Disease

OBJECTIVE

To examine the effects of aducanumab treatment on
brain AB plague levels in prespecified subgroups of
patients defined by baseline characteristics in the
Phase 3 clinical trials

CONCLUSIONS

In the Phase 3 EMERGE and ENGAGE studies,
aducanumab treatment was associated with dose-
dependent reduction in brain AB plague levels in
patients with early Alzheimer’s disease.

Robust dose-dependent lowering of brain Ap plaque
levels was observed across all prespecified patient
subgroups defined by ApoE €4 status, baseline clinical
stage (MCI due to Alzheimer’s disease or mild
Alzheimer’s disease dementia), baseline severity
(MMSE), use of Alzheimer’s disease symptomatic
medications at baseline, age, and sex for both the low-
and high-dose aducanumab treatment groups.
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Methods

+ EMERGE and ENGAGE were 18-month, randomized, double-blind, placebo-controlled, Phase 3 studies
evaluating aducanumab in patients with early Alzheimer’s disease with evidence of amyloid pathology.
Patients were randomized (1:1:1) to receive high-dose aducanumab, low-dose aducanumab, or placebo
intravenously every 4 weeks.*

Longitudinal amyloid PET imaging using 8F-florbetapir was performed in a subset of patients (n=488 in
EMERGE; n=585 in ENGAGE) at Screening, Week 26, and Week 78.4

Subgroup analysis of amyloid PET composite SUVR for 6 prespecified factors consisting of ApoE €4
status (carrier or noncarrier), baseline clinical stage (MClI due to Alzheimer's disease or mild Alzheimer's
disease dementia), baseline MMSE (526 or 227), use of Alzheimer's disease symptomatic medications at
baseline (yes or no), age (<64, 65 to 74, or 275 years) and sex (male or female) for a total of 13
subgroups was conducted for each study.

Introduction

« The accumulation of AB plaques in the brain is a defining pathophysiological feature of Alzheimer's disease.!

+ Aducanumab is a human, immunoglobulin y1 monoclonal antibody directed against aggregated soluble and insoluble
forms of AB.23

Aducanumab is the first FDA-approved Alzheimer’s disease treatment that reduces AB plaques, a defining
pathophysiological feature of Alzheimer's disease.?

A robust dose-dependent reduction in brain AR plaque levels, as measured by amyloid PET, was demonstrated
across aducanumab clinical studies (PRIME, NCT01677572; EMERGE, NCT02484547; and ENGAGE,
NCT02477800).24

Here, we report the results of subgroup analysis of amyloid PET composite SUVR across prespecified patient
subgroups defined by ApoE €4 status, baseline clinical stage (MCI due to Alzheimer’s disease or mild Alzheimer's
disease dementia), baseline severity (MMSE), use of Alzheimer’s disease symptomatic medications at baseline, age,
and sex in the EMERGE and ENGAGE Phase 3 clinical trials evaluating aducanumab in patients with early
Alzheimer’s disease.
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Figure. Results of subgroup analysis of amyloid PET composite SUVR for 6 prespecified factors
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* The results in each of the subgroup of patients were consistent with the findings in the i it sttt
overall PET substudy population, in which a statistically significant dose-dependent

reduction in brain AB plaque levels was observed.

Restlts were based on a mixed model for repeated measures (MMRM) model for each subgroup, with change from baseline as dependent variable and with fixed effects of
treatment group, categorical visit, treatment-by-visit interaction, baseline SUVR value, baseline SUVR value by visit interaction, baseline MMSE, baseline age, and baseline
laboratory ApoE €4 status (if any of these covariates was not the subgroup factor in that specific analysis).

aLow dose: Titration to 3 mg/kg for ApoE €4+ patients and 6 mg/kg for ApoE €4~ patients; "High dose: Titration to 10 mg/kg for all patients (prmocol versnon 4 and above) mrauon t06 mg/kg for ApOE €4+ patients and 10 mg/kg for ApoE €4- patlents (pnur (u pruluool verslon 4).
Abbreviations AB, amyloid beta; AD, Alzheimer's disease; ApoE, apolipoprotein E; FDA, US Food and Drug Administration; MCI, mild cognitive M | State PET, positron emission uptake value ratio.
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