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Background

* Posdinemab is an anti-phosphorylated tau monoclonal
antibody evaluated in the Phase 2b Autonomy study in
participants with early Alzheimer's disease (AD).!

» Early AD trials require sensitive clinical outcome
assessments capable of detecting subtle cognitive and
functional decline over time.2

* Autonomy prospectively incorporated complementary
cognitive, functional and global/composite endpoints
to evaluate disease progression.’-

* Consistency across multiple clinical outcome measures
may strengthen interpretation of treatment effects
and support endpoint selection for future AD trials.2-°

* This analysis evaluated the performance of all efficacy
assessments across treatment groups and
prespecified participant subgroups through Week 104
of the double-blind study period.

Methods

* The proof-of-concept, Phase 2b Autonomy study
(NCT04619420) was a randomized, double-blind,
placebo-controlled trial evaluating posdinemab in
participants with early AD (clinical diagnosis of mild
cognitive impairment [MCI] and/or mild dementia due to
AD); screening Clinical Dementia Rating [CDR] - Global
Score 0.5).

» Participants were randomized 1:1:1 to placebo,
posdinemab 1000 mg, or posdinemab 3000 mg,
administered IV every 4 weeks, for at least 104 weeks
in the double-blind period.

* Clinical outcome assessments were selected to
capture complementary domains of cognition, daily
function, and global clinical status, enabling evaluation
of consistency across six complementary AD
instruments.

* Integrated AD Rating Scale for Mild
Cognitive Impairment (IADRS-MCI, primary)

* CDR - Sum of Boxes (CDR, secondary)

Cognition/
function

* Alzheimer's Disease Assessment Scale -
Cognitive, 13-Item Version (ADAS-Cog13,
key secondary)

* Repeatable Battery for the Assessment of
Neuropsychological Status (RBANS,
secondary)

Cognition

» Alzheimer's Disease Cooperative Study
Activities of Daily Living for Mild Cognitive
Function Impairment (ADCS-ADL-MCI, key secondary)

* Amsterdam Instrumental Activities of Daily
Living Questionnaire (A-IADL-Q, exploratory)

* Longitudinal analyses were performed through
Week 104 to characterize trajectories of clinical
decline and assess consistency across efficacy
outcome measures.

* Prespecified subgroup analyses assessed the
consistency of treatment effects across demographic,
clinical, biomarker, and genetic subgroups. Baseline tau
PET burden, a potential modifier of clinical outcomes,
was used to stratify analyses.

« Multivariate O'Brien composite analyses were used to
assess multidimensional treatment effects at
Week 104 across the full endpoint framework and
determine whether observed patterns reflected a
coherent clinical signal.
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Results

Clinical outcome assessments demonstrated
consistent patterns of disease progression

* Clinical outcome assessments demonstrated

progressive cognitive and functional decline over 104

weeks, consistent with the expected course of
early AD.

* No significant differences were observed between
posdinemab and placebo treatment groups across
any efficacy endpoint.

Figure 1. Longitudinal Change Through Week 104
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Treatment effects were consistent across

prespecified subgroups

 Treatment effects were consistently centered
near null (zero) across all prespecified subgroup
analyses.

* Confidence intervals overlapped zero for all
clinical outcome assessments.

 The absence of directional separation across
demographic, clinical, biomarker, and genetic
subgroups suggests that the overall neutral
finding was not driven by a specific participant
subgroup.

*Presenting author

Figure 2. Forest Plot Analyses Across Clinical Outcome Assessments
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Participants with high baseline tau burden experienced greater cognitive and functional decline than those with low tau

burden across all evaluated outcome measures.
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The prognostic effect of tau burden was directionally consistent across evaluated endpoints.
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No significant differences between posdinemab and placebo were observed within either tau burden subgroup.

These findings suggest that baseline tau burden was prognostic of disease progression but not predictive of treatment

response.

Low Baseline Tau Burden
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Multidimensional treatment effects did not
demonstrate coherent clinical signal

O'Brien composite analyses demonstrated
substantial overlap across treatment groups.

No consistent or reproducible dose-response
pattern was observed.

Variability observed within individual endpoints
did not translate into a coherent
multidimensional treatment effect.

Integrated assessment across the full endpoint
framework supported the interpretation that
observed differences were not clinically
meaningful.
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Figure 3. Longitudinal Outcomes by Baseline Tau Burden [iADRS-MCI, ADAS-Cog13, ADCS-ADL-MCI]
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Figure 4. O'Brien Multivariate Composite Radar Plot

205 -

200 -

195 -

190 -

185 -iADRS
-MClI

O'Brien Composite Rank Score

A-IADL-Q

RBANS

CDR-SB
ADAS
_Cogi3 Group
EI Placebo (N=132)
|Z| Posdinemab 1000 mg (N=133)
[ @] Posdinemab 3000 mg (N=126)
ADCS-ADL-MCI

O’Brien: Posdinemab 1000 mg vs Placebo: p=0.341; Diff of Means (95% Cl) = 58.09 (-61.93; 178.11).
Posdinemab 3000 mg vs Placebo: p=0.599; Diff of Means (95% Cl) = 33.69 (-92.32;159.70).
Participants who completed all 6 assessments at Week 104 (Week 88 for RBANS) are included in this analysis.

Key Takeaways

Clinical outcome assessments
demonstrated coherent and consistent
patterns of disease progression across
treatment groups, participant subgroups,
and analytical approaches through

Week 104.

No clinically meaningful treatment effect
of posdinemab was observed, supporting
the robustness and interpretability of the
Autonomy endpoint framework in

early AD.

Conclusions

Participants with early AD
demonstrated consistent cognitive and
functional decline across clinical
outcome assessments with no evidence
of clinical efficacy for posdinemab
across predefined subgroups or dose
levels.

Clinical outcome assessments showed
consistent trajectories of decline and
concordant findings across prespecified
subgroup, biomarker, and multivariate
analyses.

Consistent findings across composite,
cognitive, and functional assessments
support the robustness, coherence, and
interpretability of the endpoint
framework used in the Autonomy trial.
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