
Joachim, living with DM1

The FORCETM Platform Achieves 

Robust Knock Down of Toxic Human 

Nuclear DMPK RNA and Foci Reduction 

in DM1 cells and in Newly Developed 

hTfR1/DMSXL Mouse Model

STEFANO ZANOTTI, PH.D.

ASGCT ANNUAL MEETING | MAY 14, 2021



Forward-Looking Statements

2

This presentation contains forward-looking statements that involve substantial risks and uncertainties. All statements, other than statements of historical facts,

contained in this presentation, including statements regarding Dyne Therapeutics, Inc.’s (the “Company”) strategy, future operations, prospects, plans and

objectives of management, 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,” 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. The Company 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 conduct of research activities, the initiation and completion of preclinical studies and clinical

trials; uncertainties as to the availability and timing of results from preclinical studies; the timing of and our ability to submit and obtain regulatory approval for

investigational new drug applications; whether results from preclinical studies will be predictive of the results of later preclinical studies and clinical trials; the

Company’s ability to obtain sufficient cash resources to fund the Company’s foreseeable and unforeseeable operating expenses and capital expenditure

requirements; the impact of the COVID-19 pandemic on the Company’s business and operations; 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 the Company’s views as of the date of this presentation. The

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

This presentation also contains estimates, projections and other statistical data made by independent parties and by the Company relating to market size and

growth and other data about the Company’s industry and business. This data involves a number of assumptions and limitations, and you are cautioned not to

give undue weight to such estimates. The Company has not independently verified the accuracy and completeness of the information obtained by third parties

included in this presentation. In addition, projections, assumptions and estimates of the Company’s future performance and the future performance of the

markets in which the Company operates are necessarily subject to a high degree of uncertainty and risk.
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• Myotonia

• Muscle weakness

• Cardiac arrhythmia

• Pulmonary abnormalities
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FORCE Targets the Genetic Basis of DM1
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FORCE Targets Toxic Nuclear DMPK RNA
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FORCE Conjugate Demonstrated Dose-dependent DMPK KD, Splicing 
Correction, and Foci Reduction in DM1 Myotubes with 380 CTG Repeats

Note: Data are mean ±SD; n = 4
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FORCE Conjugate Demonstrated Dose-dependent DMPK KD, Splicing 
Correction, and Foci Reduction in DM1 Myotubes with 2,600 CTG Repeats

Note: Data are mean ±SD; n = 4



hTfR1/DMSXL Mice: Innovative Model to Evaluate FORCE Conjugate 
Pharmacodynamics By Measuring Toxic Human Nuclear DMPK KD
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FORCE Conjugate Demonstrated Robust Toxic Human DMPK KD in 
hTfR1/DMSXL Mice after 14 Days
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9Note: Data are mean ±SD; n = 6 – 9; **p < 0.01,***p < 0.001, ****p < 0.0001, significant by t-test
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FORCE Conjugate Demonstrated Robust Toxic Human DMPK
mRNA and Foci KD in the Heart of hTfR1/DMSXL Mice

10Note: 10 mg/kg ASO d0 and d7, analyzed d14; data are mean ±SD; n = 6 – 9; ****p < 0.0001, significant by t-test.  Representative images of heart sections stained by RNAscope
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Single Dose of FORCE Conjugate Achieved Sustained Toxic Human 
DMPK KD at Week 4 in hTfR1/DMSXL Mice
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Conclusions

• FORCE is designed to address the genetic basis of DM1 by targeting toxic 

nuclear DMPK RNA

• These new data demonstrated that a fully human FORCE conjugate can:

▪ Correct the DM1 phenotype of patient-derived myoblast cultures with a range of repeats, 

including those representative of severe DM1

▪ Reduce toxic nuclear human DMPK foci in cardiac muscle of hTfR1/DMSXL mice

▪ Lead to sustained KD of toxic nuclear human DMPK in hTfR1/DMSXL mice after a single 

dose

• These data strongly support further development of our DM1 therapeutic 

candidate, including a planned clinical study
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