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Forward Looking State

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,”
“should,” “would,” “seeks,” “aims,” “plans,” “potential,” “will,” “milestone” 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; the safety, tolerability, pharmacokinetics, target engagement and
other clinical measures associated with Acumen’s product candidate, ACU193, including its performance against other
antibodies. 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 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, including Acumen’s most recent Quarterly Report on Form 10-Q. 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.
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INTERCEPT-A

PART A:
SINGLE-ASCENDING DOSE
n = 8 per cohort (32 total)

COHORT 1:

2 mg/kg ACU193
or Placebo

PART B:

MULTIPLE-ASCENDING DOSE

n = 10 per cohort (30 total)

3 administrations of drug or PBO 8:2

per cohort

© Copyright 2020 Certara, L.P. All rights reserved.
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2 1wk

COHORT 2:
10 mg/kg ACU193 (o
or Placebo [

2 1wk

COHORT 3:

10 mg/kg ACU193 :
or Placebo (Q4W) |

COHORT 4:
= 1wk 60 mg/kg ACU193
or Placebo

COHORT 3:
25 mg/kg ACU193 2=
or Placebo .

— 2 lwk

2 1wk

COHORT 7:
-3 AW TR 25 mg/kg ACUT93 ﬁ
or Placebo (@2W)*

COHORT 6:

60 mg,/kg ACU193
or Placebo (Q4W)

Q2W: Dasing every two weeks; Q4W: Dosing every four weeks.
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MSD S-Plex (Turbo) Immunoassay

ACU193-ABO
Complex g ABO selective detection

(anti-ABO mAb)

@ % € &KL Only drug/ABO complex is measurable
7f ﬁ( & ACU193 drug specific capture

(anti-ACU193 idiotype mAb)

Novel assay configuration tailored to selectively detect ACU193-ABO complex in CSF
as direct measure of target engagement
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Clear ACU193 Concentr

Clear concentration- Regimen # Wultiple dose Q2W & Hultiple dose Q4W ™ Singledose Dose, mglkg * 60 = 25 = 10 ® 2 0

response profile in CSF | Predicted EC50

These lumbar samples
were taken while drug
levels were falling, so
they represent the lowest
target engagement levels
(something like “trough
levels”); within dosing
interval target
engagement will be
higher

Predicted Emax

20.9-

18.6-

16.3-

14-

1.6-

o, ‘uswsbebug 499 wnwixey Jo Jusdsd

These results motivated

the development of a
PK/PD model for

144 215 335 575 1290
ACU193 effect on target
engagement in the CSF Replicate Average CSF ACU193 Concentration (ng/mL)

Replicate Average CSF Target Engagement (AU/mL)

Red dashed line: predicted Emax from PKPD model; green dashed line: predicted EC50 from PKPD model
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PK/PD Mo

CSF concentrations defined by a two-compartment model, then linked to target engagement in the CSF and
Amyloid PET Centiloid reduction using a Michaelis-Menten (Emax) model

-
-
- -

7'~ - fEcsof - -

-
il -

CSF Target
Engagement, Al/mL

Serum ACLI193, ng/mL
CSF ACU193, ngfmL

!

Time, days Time, days Time, days

CSF Target _ Emax - [CSF]

Engagement, AU/mlL [CSF] + ECs

Change in Centiloids,
PET

.
*e
®

Elimination
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CSF Engagement, % of Maximum

Simulated CSF Target E

CSF target engagement was simulated at a candidate list of doses given Q4W at steady-state

I e ——— I st Parcertie. 50% Ph2/3 Dosing Strateqy (ALTITUDE-AD)
o | 50 mg/kg Q4W
100% g0 lower dose: 35 mg/kg Q4W
} ————— 35 mg/kg Q4W .
__ﬁ == oo 04N upper dose: 50 mg/kg Q4W

75%-

Notable diminishing
differentiation as dose increases

35 mglkg Q4W P
=>71.1% at Trough

f_\mmgfkg Q4w
/,/\ > 77.9% at Trough | 7

= Doses were selected with
ig?fZ%grﬂh variation in patient PK/PD in
35 mgikg QAW b mind: select doses based on

> 44% at Trough patients with the lowest (1 Oth
percentile) CSF target

50%-

25%-

engagement
00, Doses were selected with peak-
- L - trough variation in mind: select
308 336 308 336
Time doses based on trough (end of
Regimen — 10mg/kg Q4W — 20 mg/kg Q4W — 30 mo/kg Q4W — 40 ma/kg Q4W — 50 mgkg Q4W — 60 mg/kg Q4W dOSIng |n1'erVCII) CSF engdgement

— 15mghkg QAW — 25mgkg QAW — 35mgkg Q4W — 45mgkg QAW — 55 mglkg Q4W
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Simulated CSF Target En

CSF target engagement was simulated for doses chosen for the subsequent Phase 2/3 study

Regimen — 50 mghkg Q4W — 35 mglkg Q4W Ph2/3 Dosing Strategy (ALTITUDE-AD)
lower dose: 35 mg/kg Q4W

Titration Steady-State

100%- upper dose: 50 mg/kg Q4W

Doses were selected with
accumulation in mind: ACU193
, 5 , o RS . N concentrations build with

s%- | repeated dosing, increasing

’ X ‘ Il | ‘ target engagement

5% -

To mitigate ARIA incidence,
titration will be used for the 50
mg/kg dose starting at 35

0% | | 0 | mg/kg for the first two doses
0 28 56 84 308 336
Time After First Dose, days

CSF Engagement, % of Maximum
=

Solid lines: median patient; dashed and dotted lines are the 10™ and 90™ percentile patient
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The PET data signal-to-noise is challenging, but dose and schedule dependence is evident in plaque reduction

Regimen E',IE| Single dose E':H Multiple dose Q4W E Multiple dose Q2W

Ph2/3 Dosing Strategy (ALTITUDE-AD)
lower dose: 35 mg/kg Q4W SRR Multiple dose Q4W Multiple dose Q2w

upper dose: 50 mg/kg Q4W

Ph 2/3 Dosing
(ALTITUDE-AD)

]
=
B
-

Centiloid data supports the doses
selected by target engagement in

the CSF

No change: 2, 10, 25 mg/kg
single dose

=
L

P2
Lo ]
1
L]
L]

Plaque reduction: 60 mg/kg
single dose, 10 mg/kg Q4W, 25
mg/kg Q2W, 60 mg/kg Q4W

Change in Global Cortical Area, centiloids

e

o ]
1

]

10 25 60 2 10 25 50 2 10 25 60
ACU193 Dose, mg/kg

ol =
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A CSF measure of target engagement (ACU193-AB-oligomer complex) was developed showing
clear dose-related increases in target engagement across all cohorts

A PK/PD model was utilized and demonstrated that the highest doses used in INTERCEPT-AD (60
mg/kg Q4W and 25 mg/kg Q2W) approached target engagement at Emax

Significant reduction in Amyloid PET Centiloids was observed with the highest two doses in
INTERCEPT-AD

PK/PD simulations were used to assess CSF target engagement at various doses to guide study
design for upcoming Phase 2/3 study

ALTITUDE-AD (Phase 2/3 study) will study three arms at the following dose levels:
* Placebo

* 35 mg/kg Q4W
* 50 mg/kg Q4W (with titration from 35 mg/kg)
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Thank youl
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Forward Looking Statement

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
forward-looking statement and should be considered an at-risk statement. Words such as “believes,” “expects,” “anticipates,”
“could,” “should,” “would,” “seeks,” “aims,” “plans,” “potential,” “will,” “milestone” 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; the safety, tolerability, pharmacokinetics, target
engagement and other clinical measures associated with Acumen’s product candidate, ACU193, including its performance
against other antibodies. 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 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, including Acumen’s most recent Quarterly Report on Form 10-Q. 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.
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Relationship between florbetapir SUVr and Centiloids
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Results from hybrid SUVr/visual read assessments
* Of 194 amyloid PET scans obtained during screening:

» 49 (25%) had a global cortical SUVr of <1.0
> 81 (42%) had a global cortical SUVr of 1.0 — 1.2
» 64 (33%) had a global cortical SUVr of >1.2

* Of the 81 scans with a global SUVR of 1.0 -1.2, 14 (17%) were read visually as
amyloid positive

» For the 14 scans with positive visual reads, Centiloid values ranged from -6.7 to 21.0

e Of the 65 randomized patients, 11 (17%) entered the study with an intermediate
global cortical SUVr and a positive visual read
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All amyloid plaques are not created equal

AB (6F/3D) H&E Congo red pTau
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- Boon et al. Acta Neuropathologica (2020) 140:811-830 https://doi.org/10/1007 /s00401-020-02198-8 yﬁ C U I‘4 E I\I
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Mean Centiloid changes by cohort

Amyloid PET Changes in SAD Cohorts Amylold FET changes ii-MAD coharts
140- o 2mglkg __ 100+
g 1204 | = 10 mg/kg o -
2 1004 | -+ 25 mglkg & o 10 mg/kg Q4W
c o = =
5 80 ¥ 60 mg/kg 3 60 ¥ 60 mg/kg Q4W
2 60- & 2
% oy A Pooled Placebo S 40- o 25 mglkg Q2W
§ ol § 20 -m- Pooled Placebo
0"‘ 1 | 1 1 1 I 0 1 1 1 1 1
0 10 20 30 40 50 0 20 40 60 80

Timepoint (Days) Timepoint (Days)
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SAD placebo
160
140
120+
o o
£ 100+
=] ><
c 60-
GJ
O 404 A A
o4 .
-20 | | | | |
0 10 20 30 40
Days
-~ 001 -+ 003 -+ 005 B 007
= 002 -+ 004 o 006 A 008

Baseline mean = 48.5 Centiloids

Endpoint mean = 50.0 Centiloids
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Centiloids
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Cohort 1 Cohort 2

2 mg/kg SAD 10 mg/kg SAD
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Cohort 5: 10 mg/kg Q4W MAD
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Cohort 6: 60 mg/kg Q4W MAD
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Cohort 7: 25 mg/kg Q2W MAD
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All cohorts: Plaque reduction vs target engagement
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ACU193-ABO Complex (AU/mL)
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ApoE4 homozygotes
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Slowing of CDR-SB progression versus reduction in plaque load
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Summary and conclusions

e Hybrid quantification/visual read system was used in Phase 1 trial of early AD
> Relatively few patients entered the trial on the basis of the visual read

» Given the SUVr cut-off used in this study, somewhat lower baseline Centiloid values were seen compared to other
studies of early AD

* Plaque reductions in cohorts using the highest 2 doses of ACU193 (60 mg/kg Q4W and 25 mg/kg Q2W)

* Low baseline Centiloid values had little or no decrease in plaque load; however, reduction in plaque
load not clearly related to baseline

* While reduction in plaque load modest compared to longer trials, at similar early timepoints plaque
reduction seen in INTERCEPT-AD similar to plaque reduction seen with other antibodies

* Mechanism of reduction in plaque load unclear: possibly due to direct binding of ACU193 to plaque,
shifts in equilibria, or combination of both
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Forward Looking Statement

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,” “should,” “would,” “seeks,” “aims,” “plans,” “potential,” “will,” “milestone” 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; the safety, tolerability, pharmacokinetics, target
engagement and other clinical measures associated with Acumen’s product candidate, ACU193, including its performance
against other antibodies. 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 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, including Acumen’s most recent Quarterly Report on Form 10-Q. 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.



INTERCEPT-AD: MRI-related protocol information

* Exclusion Criteria: MRI at screening has more than four ARIA-H, presence of ARIA-E, or
superficial siderosis

* The investigator may request a safety MRI at any time based on clinical findings or
suspicion

* Medical management will be determined by local reading of the images; however, the readings from the
central imaging vendor will be used for the final determination for the clinical safety data base

* If a participant is found to have ARIA-E, administration of study drug will be withheld,
and he/she will have approximately monthly MRI examinations until ARIA-E findings

are resolved
* Management of treatment-emergent ARIA-H will be as determined by the investigator

* Medical management of the study participants based on MRI findings (e.g., presence of
ARIA-E) will be determined by the site principal investigator



MRI and ACU193 dosing schedule

SAD Cohorts 1-4 (2,10, 25 and 60 mg/kg)

Day 1

Day 21

Day 140

ACU193 (or placebo)

X

MRI

MAD Cohort 5 (25 mg/kg Q4W)
MAD Cohort 6 (60 mg/kg Q4W)

Baseline Day 28 | Day 56 | Day 63 | Day 70 | Day 126 | Day 196
ACU193 (or placebo) X X X
MRI = cohort 5 X X X
MRI = cohort 6 X X X

MAD Cohort 7 (25 mg/kg Q2W)

Baseline Day 14 | Day 28 | Day 70 | Day 98
ACU193 (or placebo) X X X
MRI X X X

MRI results for
cohorts 6 and 7
were to be read
prior to dosing



INTERCEPT-AD: ARIA-E summary

2 mg/kg 10 mg/kg 25 mg/kg
Cohort 1 Cohorts 2, 5 Cohorts 3, 7

60 mg/kg
Cohorts 4, 6

SAD

Asymptomatic ARIA-E

Discontinued

PBO: Patient on placebo

No €4 homozygotes developed ARIA-E despite comprising 13% in study;

4/5 ARIA-E cases are €4 heterozygotes which comprise 47% of the population




ARIA-E: Patient details

Baseline/Endpoint Plaque
S ity by FDA Criteri
Cohort ApoE4 |[Gender| Age Load (Centiloids) everity by riteria
C4 .
Heterozygote F 58 93.1/83.8 Moderate - Asymptomatic
SAD 60 mg/kg
C5 Mild - Asymptomatic
Het t F 72 78.2/62.2
10 mg/kg Q4W AR AL / 3 /final dose on D56
Cé Moderate - Symptomatic
40 o QAW Heterozygote F 80 89.1/46.9 (R leg dysfunction)
mg/kg 1 dose at BL; 2 remaining doses withheld
ild - A t ti
Co NonCarrier F 56 111.2/80.7 M d, Pympromatie
60 mg/kg Q4W 3 /final dose on D56
c7 Moderate - Asymptomatic
25 kg Q2W A Gl F 70 69.3/59.6 31 /final dose on D28
mg/kg D28 ARIA-E (mild) noted in retrospective review

Of 5 total ARIA-E cases, 1 was symptomatic (2.1% overall) and symptoms resolved with
resolution of radiographic ARIA-E. All cases showed radiographic resolution.




Cohort 4 participant (asymptomatic ARIA-E)

* 58-year-old white female

* History of hypothyroidism, diverticulum, diabetes mellitus, depression, and menopause

 SAD Cohort 4 (ACU193 60 mg/kg)

* ARIA-E found on Day 21 MRI
* Asymptomatic
* One infusion of ACU193
* Extensive ARIA-E leptomeningeal parieto-occipital left and bilateral temporal

* The investigator considered the event of ARIA-E severe (Grade 3) in severity.

* ARIA-E resolved 81 days after onset



Cohort 4 participant (asymptomatic ARIA-E) images

ooy 140 09




Cohort 6 participant (symptomatic ARIA-E)

* 80-year-old white female subject
* History of ventricular extrasystoles, essential tremor, arthritis, scoliosis, spinal osteoarthritis, rotator cuff syndrome, skin
cancer, pollakiuria, allergy to arthropod sting, and drug hypersensitivity (penicillin)

MAD Cohort 6 (60 mg/kg Q4W)

ARIA E found on Day 28 MRI

* Symptomatic (right leg dysfunction)

* One of three infusions of ACU193; study drug stopped

* Multifocal ARIA-E bifrontal (L>R) and R parieto-occipital, mostly consisting of FLAIR parenchymal hyperintensities with
some sulcal hyperintensity in R parietal region

* The investigator considered the event of ARIA-E moderate (Grade 2) in severity.

ARIA-H

* Two microhemorrhages (MH) at screening
* One new MH identified (L frontal) on UNSCHEDULED follow-up MRI for the initial ARIA-E
* The investigator considered the event of ARIA-H mild (Grade 1) in severity.

ARIA-E resolved 69 days after onset



Cohort 6 participant (symptomatic ARIA-E) images
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Cohort 7 participant (asymptomatic ARIA-E and superficial siderosis)

¢ 70-year-old white female
* History of GERD, osteoporosis, hyperlipidemia, urinary tract infection, and hypertension

e MAD Cohort7 (ACU193 25 mg/kg Q2W)

* ARIA-E and superficial siderosis found on Day 70 MRI
* Asymptomatic
All three infusions of ACU193
* Extensive multifocal ARIA-E increased compared to previous scan (Note: previous scan originally read no findings)

* Leptomeningeal most of the left hemisphere except frontal lobe; increase multifocal sulcal right hemisphere; extensive
parenchymal involvement left

Multifocal small deposits of superficial siderosis (L parietal, L temporal)
At Day 70 MRI, ARIA-E was retrospectively identified on the Day 28 MRI

* The investigator considered the events of ARIA-E and superficial siderosis moderate
(Grade 2) in severity.

* ARIA-E resolved 135 days after onset



Cohort 7 participant (asymptomatic ARIA-E) images
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Cohort 7 participant (superficial siderosis) images
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Change in amyloid burden in participants with ARIA-E
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Summary

* Differentiated rate of ARIA-E

* 5 cases of ARIA-E; 1 symptomatic from 48 on drug

* No cases of symptomatic ARIA-E at 2, 10, or 25 mg/kg doses
* 4 of 5 ARIA-E cases in ApoE4 heterozygotes
* No ARIA-E observed in ApoE4 homozygotes (n=6)

* All treatment-emergent ARIA-E showed radiographic resolution

* Phase 2/3 trial (ALTITUDE-AD) scheduled to start next year

* Doses selected (35 and 50 mg/kg Q4W)
* Careful monitoring of ARIA

Frequency of ARIA-E in combined SAD/MAD groups

10 mg/kg 25 mg/kg 60 mg/kg

Any ARIA-E 1/14 (7.1%) 1/14 (7.1%) 3/14 (21.40%)

Symptomatic ARIA-E 0/14 (0.0%) 0/14 (0.0%) 1/14 (7.1%)




Thank you!
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