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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 “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 the therapeutic potential and potential clinical
efficacy of Acumen’s product candidate, sabirnetug (ACU193). These statements are based upon the current beliefs and
expectations of Acumen’s 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 geopolitical events and macroeconomic conditions, such as rising inflation and interest rates,
supply disruptions and uncertainty of credit and financial markets. 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 on Form 10-K, and in subsequent filings with the SEC. 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.




Sabirnetug (ACU193) Overview

* Sabirnetug
* Humanized monoclonal IgG2 antibody
e Highly selective for globular amyloid beta oligomers (ABOs)

* Clinical effect on synaptic biomarkers consistent with proposed mechanism of
targeting ABOs?

* INTERCEPT-AD Phase 1 clinical trial (NCT04931459, completed)'2

* US-only study in early symptomatic AD (MCI or mild dementia with amyloid positivity
based on PET) INTERCEPT-AD
* SAD and MAD study design STUDY

* Objectives: safety, pharmacokinetics, and target engagement

 ALTITUDE-AD Phase 2 clinical trial (NCT06335173, ongoing)
* Global study in MCI or mild AD participants
 US, Canada, UK, Germany and Spain
e MMSE: 22-30

. CDR-GS: 0.5 or 1 and CDR Memory Box >0.5 " ALTITUDE-AD
. grin*l[ary objective: evaluate efficacy in slowing cognitive and functional
ecline

* |ADRS change from baseline to Week 80

1. Siemers et al. (2025) JPAD 12(1):100005
2. Clineetal. (2025) JPAD 12(4):100082
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ALTITUDE-AD: Phase 2 Study Design of Sabirnetug for Early AD

542 participants randomized 1:1:1

OLE* Follow-up

(70 Days after
: . . (up to 52 Weeks)
Double Blind Treatment Period R Last dose
Follow-u
(120 days) (80 weeks) 20 e qf’rerp
Last dose
participants will enter
( Sabirnetug OLE (up to 52 weeks) or
L 3?;’:3!’123"\/ have a Safety Follow-up
. visit 70 days after the
Placebo Q4W J last study drug dose

-

Vv

Treatment Week O 8 76 — 80

_——




In ALTITUDE-AD, Screening with Plasma pTau217 was Introduced
to Reduce PET/LP Burden

* Plasma concentrations of pTau217 are highly predictive for amyloid pathology’

* pTau217 is being used as an enrichment strategy to help identify potential participants with a high
likelihood of meeting amyloid inclusion criteria on PET or CSF
* The assay is not being used as a stand-alone diagnostic

* The Fujirebio plasma pTau217 assay is a Lumipulse platform-based research use only assay that
has been analytically and clinically validated as a Lab-Developed Test consistent with CLIA
regulations

* Plasma pTau217 testing was not used in UK, Spain, and Germany due to lack of “CE marking” and
additional hurdles related to GDPR regulations

* For screening, we selected the pTau217 cut-point of 0.15 pg/mL because of its the high sensitivity
(0.992) in this assay

_ 1. Ashton NJ, et al. (2024) JAMA Neurol, 81(3):255-263.




ALTITUDE-AD: Two-Part Screening Process

(preliminary data shown for US and Canada only)

Screening Part Ta N=1890
Medical history /con meds/MMSE (22-30)
Plasma pTau217 obtained

\ 4

N= 268 (14%) excluded

A 4

Screening Part 1Tb N=1622
Plasma pTau217 >=0.15 pg/mL

\ 4

N= 783 (48%) excluded

A 4

Screening Part 2 N=839
Top reasons for SF:
* Amyloid Confirmation: CSF AB42/AB40 or Amyloid PET
°* MRI

* Withdrew consent/sponsor decision

\ 4

N=410 (49%) excluded

A 4

Randomized N=429
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Amyloid Status for Participants with Plasma pTau217 = 0.15 pg/mlL

Participants (% of total) with pTau217 = 0.15
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Graph shows the percentage of participants included
or excluded from the study based on amyloid status
after a positive pTau217 result

Bin width represents a pTau217 range of 0.08 pg/mL

Proportion of pTau217 = 0.15 with Amyloid Confirmation
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Graph shows the proportion of participants with
positive PET or CSF after a positive pTau217 result
Bin width represents a pTau217 range of 0.08

pg/mlL




Screening with Plasma pTau217 Greatly Reduced Screen Failure due to
Amyloid PET

INTERCEPT-AD Primary Reason ALTITUDE-AD Primary Reason

for Screen Failures for Screen Failures

MMSE
3%

CSF AB42/40
3%

pTau2l?

Amyloid
47%

PET

60%

Amyloid
PET
6%

Final US data Preliminary global data
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Summary

The pTau217 enrichment strategy performed as intended

* Improved amyloid positive screen rates

* 81% of the participants who proceed to PET or CSF are positive for meeting amyloid-based
inclusion criteria

* Significant improvement from INTERCEPT-AD where only 40% of participants were amyloid
positive using PET

* Reduced participant burden and sponsor costs

* Almost half of potential study participants excluded because of a plasma pTau217 test result
<0.15 pg/mL

* Reduced burden for patients, clinical trial investigators/staff, and sponsor
* Amount of radiation exposure with an amyloid PET or burden of LP was reduced

* Savings in time and resources
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