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Forward-Looking Statements & Disclaimer
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This presentation contains forward-looking statements that involve substantial risks and uncertainties. All statements, other than statements of 

historical fact, contained in this presentation, including statements regarding Dyne’s strategy, future operations, prospects and plans, objectives of 

management, the therapeutic potential of the FORCE platform and its derivatives, and the ability of Dyne’s MAPT Conjugate 1 and Conjugate 2 to 

cross the blood-brain barrier, apply to neurological indications or to achieve MAPT knockdown, constitute forward-looking statements within the 

meaning of The Private Securities Litigation Reform Act of 1995. The words “anticipate,” “believe,” “continue,” “could,” “estimate,” “expect,” “intend,” 

“may,” “might,” “objective,” “ongoing,” “plan,” “predict,” “project,” “potential,” “should,” “will” or “would,” or the negative of these terms, or other 

comparable terminology are intended to identify forward-looking statements, although not all forward-looking statements contain these identifying 

words. Dyne may not actually achieve the plans, intentions or expectations disclosed in these forward-looking statements, and you should not place 

undue reliance on these forward-looking statements. Actual results or events could differ materially from the plans, intentions and expectations 

disclosed in these forward-looking statements as a result of various important factors, including: uncertainties inherent in the identification and 

development of product candidates, including the initiation and completion of preclinical studies and clinical trials; uncertainties as to the availability 

and timing of results from preclinical studies and clinical trials; the timing of and Dyne’s ability to enroll patients in clinical trials; whether results from 

preclinical studies and data from clinical trials will be predictive of the final results of the clinical trials or other trials; whether data from clinical trials will 

support submission for regulatory approvals; uncertainties as to the FDA’s and other regulatory authorities’ interpretation of the data from Dyne's 

clinical trials and acceptance of Dyne's clinical programs and as to the regulatory approval process for Dyne's product candidates; whether Dyne’s 

cash resources will be sufficient to fund its foreseeable and unforeseeable operating expenses and capital expenditure requirements; as well as the 

risks and uncertainties identified in Dyne’s filings with the Securities and Exchange Commission (SEC), including the Company’s most recent Form 10-

Q and in subsequent filings Dyne may make with the SEC. In addition, the forward-looking statements included in this presentation represent Dyne’s 

views as of the date of this presentation. Dyne anticipates that subsequent events and developments will cause its views to change. However, while 

Dyne may elect to update these forward-looking statements at some point in the future, it specifically disclaims any obligation to do so. These forward-

looking statements should not be relied upon as representing Dyne’s views as of any date subsequent to the date of this presentation.



Leveraging Our FORCE  Platform for Targeted Delivery
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LINKER

Connects Fab and payload

PAYLOAD

Modularity enables rational selection of 

payload to target the genetic basis of 

disease (ASO, PMO, siRNA, enzyme)

ANTIBODY

Proprietary Fab against TfR1 to 

enable targeted delivery to 

muscle and CNS

Skeletal (including 

diaphragm) and smooth 

muscle

Cardiac muscle

CNS

The FORCE platform and pipeline are investigational or otherwise in development and have not been approved as safe or effective by the US FDA or any other regulatory authority.

ASO, antisense oligonucleotide; CNS, central nervous system; PMO, phosphorodiamidate morpholino oligomer; siRNA = small interfering RNA; TfR1, transferrin receptor 1. Image depicts oligonucleotide payload. 



FORCE is Highly Effective for CNS and Muscle Delivery

4
Notes: All data from cynomolgus monkeys. FORCE-PMO data are means + SD; n = 6; FORCE-ASO data are means + SD; n = 8; FORCE-siRNA data are means + SD; n = 2. Tissue collection for all 

studies between 48 – 72h. Sk Muscle = skeletal muscle (tibialis anterior).

The FORCE platform is investigational or otherwise in development and has not been approved as safe or effective by the US FDA, EMA, or any other regulatory authority



MAPT (Tau) Reduction with an siRNA Has Potential to Address 
Tau Pathological Mechanisms

5Note: Adapted from Niyatee S. et al, 2023 using BioRender. KD: Knockdown; MAPT: Microtubule associated protein tau; mRNA: Messenger ribonucleic acid; PTMs: Post-translational modifications.



Conjugates Designed to Leverage TfR1 for Widespread Silencing of 
MAPT in CNS via Systemic Administration
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Component Conjugate 1 Conjugate 2

TfR1 binder

FORCE Fab

(same as clinical programs in 

DM1 and DMD)

Modified Fab

(enhanced CNS delivery)

Linker Same linker

Payload Same MAPT siRNA payload

Conjugate 1 is designed for muscle and CNS, Conjugate 2 is further modified to enhance CNS activity



Study to Evaluate Pharmacology of Conjugate 1 and Conjugate 2 in 
NHP

7Notes: 2 male and 2 female cynomolgus monkeys per group. IV: intravenous;

Conjugate 1 (FORCE Fab)

Conjugate 2 (Modified Fab) 

Vehicle

Study timeline in weeks

Analysis: MAPT knockdown by qPCRIV dosing, 3 mg/kg siRNA equivalentIV dosing, vehicle

0 1 2 3 4 5 6 7 8



Conjugate 1 Achieved Robust and Widespread ~50% MAPT RNA 
Reduction in NHP CNS

Cynomolgus monkeys dosed IV on day 0, 14, and 28 with Conjugate 1, 3 mg/kg siRNA-equivalent, or vehicle, analyzed on day 43.

Data are geometric means + SD, n = 4 per group; ML: Molecular layer, G: Granular layer; H: Hilus
8

3 x 3 mg/kg siRNA Q2W, 2 weeks post-last dose

MAPT in situ hybridization in hippocampus

 

MAPT expression by qPCR
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Conjugate 2 Achieved Robust and Widespread ~75% MAPT RNA 
Reduction in NHP CNS
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Vehicle baseline 
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3 x 3 mg/kg siRNA Q2W, 2 weeks post-last dose

MAPT in situ hybridization in hippocampus

 

MAPT RNA / Nuclei

MAPT expression by qPCR

Cynomolgus monkeys dosed IV on day 0, 14, and 28 with Conjugate 2, 3 mg/kg siRNA-equivalent, or vehicle, analyzed on day 43.

Data are geometric means + SD, n = 4 per group; ML: Molecular layer, G: Granular layer; H: Hilus
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Conjugate 2 Achieves MAPT RNA Reduction Lasting Up to
4 Weeks

Entorhinal cortex Hippocampus

Durable MAPT KD observed in key brain areas affected early in Alzheimer’s disease 

10Cynomolgus monkeys dosed IV on day 0, 14, and 28 with Conjugate 2, 3 mg/kg siRNA-equivalent, or vehicle, analyzed on days 43 and 57.

Data are geometric means + SD, n = 4 per group.



Conjugate 2 Achieved Robust Tau Protein Reduction in NHP 
CNS 4 weeks Post-last Dose

11Cynomolgus monkeys dosed IV on day 0, 14, and 28 with Conjugate 2, 3 mg/kg siRNA-equivalent, or vehicle, analyzed on day 57. Data are means + SD, n=3-4/group.

Tau protein in entorhinal cortex Tau protein in hippocampus



Conjugate 2 Has Comparable CNS Activity with Subcutaneous and 
Intravenous Administration

Notes: hTfR1/hTau mice dosed on days 0 and 7 with Conjugate 2, same siRNA-equivalent dose by IV and SQ, analyzed on day 28; data are mean + SD, n = 4 – 5 per group. 12

MAPT KD in brain of humanized hTfR1/hMAPT mice

Conjugate 1 also demonstrated comparable CNS activity with subcutaneous and intravenous administration



Conclusions
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• The FORCE platform was designed for the treatment of neuromuscular 

diseases and effectively delivers to both muscle and the CNS

• Reducing tau levels via MAPT silencing is emerging as a highly promising 

approach for the treatment of Tauopathies including Alzheimer’s disease

• Conjugate 1 and Conjugate 2 achieved robust and widespread silencing of 

MAPT across CNS via systemic administration

• Our data highlight the potential of TfR1-mediated delivery to enable disease-

modifying therapies for neurological diseases
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