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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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TfR-Mediated Uptake:  A Strategy for Enhanced Brain Delivery (EBD) of 
Immunotherapeutic Agents 

• Receptor-mediated transcytosis has been used to 

enhance brain delivery of molecules including therapeutic 

antibodies

• JCR has developed a library of J-Brain Cargo fragments 

(scFv and VHH) that target the transferrin receptor (TfR) 

• We used the J-Brain Cargo® technology for enhanced 

brain delivery of anti-Aβ oligomer mAbs, the candidate AD 

immunotherapeutic sabirnetug (ACU193) or the non-

clinical antibody ACU234. 

• The present study evaluated bispecific proteins of 

ACU193 or ACU234 with scFv fragments targeting the 

murine TfR for pharmacokinetic and A oligomer binding 

properties  in ARTE10 mouse.



The Development of Mouse Conjugate Antibodies to Explore A Target 
Engagement in a Mouse Model of AD          
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• ACU193, ACU234, and the bispecific constructs bind Aβ oligomers and monomers with similar 

affinity *KDs in table from same run (n = 1); Aggregate AβO KD for all other runs, ACU193 = 0.5 ± 0.2 nM (n = 5); ACU234 = 0.6 ± 0.4 nM (n = 2) 



Initial Work in Wild Type Mice Demonstrated that the Mouse Conjugate 
Antibodies had Enhanced Brain Levels when Compared with ACU193 
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Animals dosed IV at 2 mg/kg
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Use of the ARTE10 AD Mouse Model to Investigate Target Engagement 
of Bispecific Antibodies
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Study Design:

• Inject 10-month-old male ARTE10 mice 

(n=9) IV with 2 mg/kg of

o 193-1

o 193-2

o  234-2

o ACU193

o ACU234

• 24 hours post injection collect brains and 

process for histology (n=4) or ECL* (n=5)

• Use ECL or IHC to assess the ability of 

antibodies to penetrate the BBB and 

engage A amyloid (target)

*ECL = electrochemiluminescence 

Aβ species in the ARTE10 Mouse Brain

Staining with 6E10/ 4G8

Swedish mutation of the human APP (KM670/671NL) and the M146V mutation (PS1M146V) 

of human presenilin 1



Bispecific Antibodies Show Enhanced Delivery to the ARTE10 Mouse Brain 
when Compared with ACU193 or ACU234

• Results from the ARTE10 mice suggest that antibodies with different PK properties show similar target 

engagement in the brain 
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Total A  (6E10/4G8)

Immunohistochemical Localization of Bispecific Constructs in the ARTE10 
Mouse Brain 24 hours after IV dosing

• Note the dramatically reduced dense core plaque staining (white boxes, D vs. H) with fusion antibodies 

Immunodetection of human IgG2 (193.2)
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Differential Staining of A Structures in the ARTE10 Mouse Thalamus 
24 hours after IV Dosing of Bispecific Antibodies

WT Mouse
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Localization of Bispecific Antibodies in the ARTE10 Mouse Cerebral Cortex
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Staining for 193-1 in the Cortex Suggests that Antibody is Localized to the 
Capillary Wall and Not in the Parenchyma
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A Comparison of Capillary Staining Among the Three Bispecific Antibodies

capillary lumen*

capillary wall



Summary

• Bispecific constructs of ACU193 or ACU234 with a mouse anti-TfR scFv retain their ability to 

bind the TfR and to selectively bind A oligomers

• Studies in wild type mice demonstrated that all mouse bispecific antibody constructs had 

enhanced brain delivery (17-35X), as compared to ACU193 and ACU234  

• In the ARTE10 mouse, bispecific antibody constructs were detected in brain using ECH, with 

antibody levels 63-69X higher than ACU193 or ACU234

• Analysis of the regional and cellular distribution of antibodies revealed that both mBBB.193-2 

and mBBB.234-2 stained A structures of interest, demonstrating target engagement, while 

mBBB.193-1 was largely localized to the capillary walls 

• Since mBBB.193-1 had the highest affinity for the mouse TfR, 330 pM as compared with 5.34 

nM (mBBB.193-2) and 3.52 nM (mBBB.234-2), it is possible that the mBBB.193-1 antibody 

construct was unable to release from the TfR on the capillary wall to enter the brain
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