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Forward-Looking Statements

This presentation contains forward-looking statements within the meaning of The Private Securities Litigation Reform Act of 1995. Any
statement describing Acumen’s goals, expectations, financial or other projections, intentions or beliefs is a forward-looking statement and
should be considered an at-risk statement. Words such as “believes,” “expects,” “anticipates,” “could,” “would,” “seeks,” “aims,” “plans,”
“potential,” “will” and similar expressions are intended to identify forward-looking statements, although not all forward-looking statements
contain these identifying words. Forward-looking statements include statements concerning Acumen’s business, and Acumen’s ability to
achieve its strategic and financial goals, including its projected use of cash, cash equivalents and marketable securities and the expected
sufficiency of its cash resources into early 2027, the therapeutic potential of Acumen’s product candidate, sabirnetug (ACU193), including
against other antibodies, the timing of anticipated topline results of ALTITUDE-AD, the potential for additional development to support a
subcutaneous dosing option of sabirnetug, and the potential to develop a candidate to treat Alzheimer's Disease utilizing EBD technology.
These statements are based upon the current beliefs and expectations of Acumen management, and are subject to certain factors, risks and
uncertainties, particularly those inherent in the process of discovering, developing and commercializing safe and effective human
therapeutics. Such risks may be amplified by the impacts of the COVID-19 pandemic. These and other risks concerning Acumen’s programs
are described in additional detail in Acumen’s filings with the Securities and Exchange Commission (“SEC”), including in Acumen’s most recent
Annual Report Form 10-K and future filings and reports by Acumen. Copies of these and other documents are available from
Acumen. Additional information will be made available in other filings that Acumen makes from time to time with the SEC. These forward-
looking statements speak only as of the date hereof, and Acumen expressly disclaims any obligation to update or revise any forward-
looking statement, except as otherwise required by law, whether, as a result of new information, future events or otherwise. In this
presentation, references to cash also include cash equivalents.
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Concept: Building a Bispecific Antibody

The Cargo determines the A3 species (oligomer,

monomer, plaque, pyroglutamate) targeted by the

bispecific antibody » \\ "
Efficacy is dependent on The Cargo
- The Cargo

The Transporter determines the mechanism used to
cross the BBB as well as brain PK _

» = Linker
The transporter binding site may have associated } The T ;
safety risks (e.g. TfR and anemia) AL Lk SO

* In building two-sided antibodies, careful consideration was given to both sides since they are both essential
for success




Bispecific Enhanced Brain Delivery™ (EBD™)Antibodies Retain the
High Affinity for Transferrin Receptor and Selectivity for A} Oligomers

ACU234*-scFv bivalent ACU193-VHH monovalent ACU234*-VHH monovalent
. N & W < P N 2 W
Candidate
Molecules
il 0 "QQ“ e H{) W )
scFv Tag Talg LQ

A N/A N/A 2.35 nM 13.31 nM 4.98 nM
Affinity to monkey

Tt oy o0 N/A N/A 2.71nM 18.93 nM 8.68 NM

Bioing: 0.720 M 0.853 nM"* 0.808 NM 0.434 nM 0.389 NM

Bnding. 3,921 nM 12,728 nM* >10,818 nM 2,873 M >10,044 NM

*ACU234 data are included from a separate experiment (in which values from ACU193 were similar). All other data are from a single SPR experimental set.

The bispecific constructs and the monoclonal antibodies ACU193 and ACU234 exhibit similar binding
profiles, each showing higher affinity for A3 oligomers than monomers
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Study Design:
Assessment of Bispecific EBD™ Antibodies in Cynomolgus Monkey
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Bispecific Antibodies Exhibit Rapid Plasma Uptake after SC Dosing

First 24 hours shown in B
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Analysis of Three Brain Regions Showed 22 - 40x Enhancement of
Bispecific Antibody Delivery Over Monoclonal Antibody ACU234
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* Currently re-testing hippocampal tissue samples to determine if unexpectedly high levels of ACU234 were caused by contamination or other sampling error.

* The bispecific antibody ACU401 had the highest brain levels (green arrow) in the three regions evaluated




CSF Concentrations of EBD™ Antibodies Were Comparable to ACU234
after IV Administration in Cynomolgus Monkeys
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Reticulocyte count
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No Meaningful Changes in Hematology Endpoints Were Observed

24 Hours after SC Dosing of EBD™ Antibod
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Summary

* Bispecific EBD™ constructs of ACU193 or ACU234 with an anti-TfR (scFv or VHH) transporter
retain their ability to bind the TfR and to selectively bind A3 oligomers

* Pharmacokinetic studies demonstrated rapid absorption of all bispecific EBD™ antibodies
following SC administration

* Analysis of brain samples 3 or 24 hours after IV administration revealed higher brain levels
of all EBD™ antibodies, with ACU401 showing a 40x increase when compared with ACU234

DTM

* Interestingly, no differences in CSF concentrations were detected between EB antibodies

and ACU234 at the timepoints assessed

* Analysis of a panel of hematological endpoints showed no meaningful changes in
any measure assessed 24 hours post-dosing, suggesting a low acute anemia risk for the
bispecific EBD™ antibodies evaluated
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