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Forward-Looking Statements & Disclaimer

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’s strategy, future operations, prospects and plans, objectives of management, the potential of
the FORCE platform, the anticipated timelines for reporting additional data from the ACHIEVE and DELIVER clinical trials and initiating registrational cohorts,
expectations regarding the timing and outcome of interactions with global regulatory authorities and the availability of expedited approval pathways for DYNE-101
and DYNE-251, and plans to provide future updates on pipeline programs, 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. 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 initial data from early clinical trials will be predictive of the final results of the clinical trials or future trials; 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 the regulatory approval process;
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.
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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.

TTTTTTTTTTTT



A\
OUR MISSION

A

Life-transforming therapies
for patients with serious muscle diseases
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Dyne FORCE™ Platform: Modern Oligo Therapeutics for
Muscle Diseases

ANTIBODY ................................................................

Proprietary Fab targets TfR1

to enable muscle delivery | | ............... PAYLOAD
l l \ Modularity enables rational
" selection of payload to target

the genetic basis of disease

.

Nuclear Cytoplasmic
localization localization

LINKEFR
Clinically validated, enables
precise conjugation of multiple
payloads to a single Fab .
3

? Dyne Adapted from Ohrt T., et al. Nucleic Acids Res 2006;34:1369.



FORCE Platform Harnesses Cell Biology to Modify Disease

.\ '—_ .
FORSS * « Harnesses natural mechanism of TfR1 receptor-
_ \ Ooasm mediated delivery to transport therapeutics across
the cell membrane
* Achieves endosomal escape without any
membrane-destabilizing agents

 Distinctive pharmacokinetic profile creates
opportunity for durable target engagement and
wide therapeutic index

Endosome

Nucleus

¥Dyne



Rationally Select Payload to Target Genetic Basis of Disease

ASO acts in the
nucleus and cytoplasm

‘% Cell Membrane

L. RNase H1 Enzyme
«* - Cleaves mRNA

DNA <4———  Ggamnnonnnig,

Splice-modulating ASO
L1 LT Nucleus

DNA l

BIE-MRINA —{Exont | TIM e ON? —lExons - AREA
Splicing

mRNA AAAA

Single-Stranded Antisense

| ASO SIRNA
% e (I mRNA-Antisense Duplex
Q'rrrm RNaseH1
‘K -E\%- \ Re?osgnizes Duplex

Subcellular distribution of ASO and siRNA

Nuclear
localization

Cytoplasmic
localization

Ang,
Ang,

FORCE delivers ASO payload for
nuclear targets, siRNA payload
for cytoplasmic targets

?Dyne Adapted from Ohrt T., et al. Nucleic Acids Res 2006;34:1369.

SiRNA acts in the cytoplasm

Exogenous dsRNA
Cell Membrane

Dicer
complex

e

siRNA
Duplex
Rlsc< ‘ 3
Nucleus l
- .@
Messenger
RNA Cleavage
Cytoplasm

Double-Stranded Antisense (siRNA)



FORCE Platform Designed to Deliver Significant Advantages

Vv Targeted Muscle Delivery 4 Targets Genetic Basis of Disease
Leverages TfR1 expression Rationally select payloads
on skeletal, cardiac and smooth muscle to match target biology

Stop or Reverse
Disease v/ Redosable Administration v Enhanced Tolerability

. Potential for individualized patient Targeted delivery limits systemic
Prog ression titration and longer-term efficacy drug exposure
v/ Extended Durability v/ Reduced Development and
Potential for prolonged disease-modifying Manufacturing Costs
effects, enabling less frequent dosing A single Fab and linker

utilized across all programs

...........



Advancing Robust Portfolio Focused on Muscle Diseases

DISEASE TARGET DISCOVERY PRECLINICAL PHASE 1/2 ESTIMATED PATIENTS

US: >40,000

Myotonic Dystrophy

Other Exons

Facioscapulohumeral
Muscular Dystrophy DUX4 DYNE-302
(FSHD)

Pipeline Expansion Opportunities

Rare Skeletal
CNS
Cardiac

US: ~16,000-38,000
Europe: ~35,000

DYNE-101

i (b ovex RS e
Exon 51
son 53 D

Duchenne Muscular E A _ US: ~12,000-15,000

Dystrophy (DMD) S Europe: ~25,000
son 44 [ NGNGTND»

Metabolic

¥Dyne .



Achieving the Promise of FORCE to Deliver for Patients

77 . ACHIEVE =. DELIVER

Potential first-in-class DM1 therapy Potential best-in-class DMD exon skipping franchise
with differentiated efficacy and safety profile with differentiated efficacy and safety profile
v" Dose-dependent muscle delivery and compelling v" Dose-dependent increase in muscle delivery and
splicing correction consistent across patients dystrophin expression
v Meaningful improvements in multiple clinical endpoints, « 3.7% unadjusted and 8.7% muscle content adjusted
including myotonia, muscle strength, timed functional dystrophin in 20 mg/kg Q4W cohort at 6 months

assessments and patient reported outcomes

o A V95C, in multiple cohorts?
v' Early indication of durable effect beyond monthly NSAA and SV9SC, in multiple cohorts

* Improvements in multiple functional outcomes, including

dosing supports exploration of Q8W dosing v' Favorable safety profile to date3; enrolling 20 mg/kg

v Deepening of response with longer time on therapy QA4W registrational cohort

v Favorable safety profile to date!; 6.8 mg/kg Q8W
cohort fully enrolled

Pursuing Expedited Approvals,including Accelerated Approval in the U.S., for Both Programs

¥Dyne

1. DYNE-101 data as August 20, 2024. 2. NSAA: North Star Ambulatory Assessment; SV95C: Stride Velocity 95" Centile. 3. DYNE-251 data as of August 21, 2024.



Developing Transformative Therapies for People Living with DM1

Y

‘ Overview Clinical Presentation Population

B~

NO

approved
therapies

Mutation in the DMPK gene * Myotonia + >40,000 (US)
Onset at any point, depending * Muscle weakness « >74,000 (Europe)
on DM1 phenotype « Cardiac arrhythmia

* Life expectancy of 45 - 60 years * Pulmonary abnormalities

* CNS manifestations

OUR APPROACH

Targeting toxic gain of function DMPK RNA to
potentially stop or reverse disease progression

10



Phase 1/2 Clinical Trial to Evaluate DYNE-101 in Patients with DM1

»7 . ACHIEVE

Primary Endpoints Additional Endpoints Stages of ACHIEVE

» Adult patients living with « Safety and tolerability » Pharmacokinetics * Multiple Ascending Dose
DM1 (MAD): 24 weeks

« Change from baseline of:
« Ages 18 to 49 years — Splicing * Open-Label Extension

_ (OLE): 24 weeks
— DMPK RNA expression

— Multiple assessments of
muscle strength and
function

* Long-Term Extension
(LTE): 96 weeks

— Patient-reported
outcomes, including
DM1-ACTIV¢and MDHI

?Dyne Additional endpoints include select secondary and exploratory endpoints. DM1-ACTIVE: Myotonic Dystrophy type 1 Activity and participation scale. MDHI: Myotonic Dystrophy Health Index.
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ACHIEVE Trial Design 7. ACHIEVE

Global, Randomized, Placebo-Controlled Stage Evaluating Once Monthly or Less Frequent Administration of
DYNE-101 in Adult Patients Living with DM1

o MAD Study Details
Registrational Cohort

Dose: TBD (Up to 10.2 mg/kg, Q4W or Q8W) . IV administration of DYNE-

6.8 mg/kg (Cohort 3A) 101 or placebo every 4
N=8 (3:1) Q8W with Booster, Placebo Fully enrolled weeks or every 8 weeks

c

o

T 5.4 mg/kg (Cohort 3B) . . . .

N N=8 (3:1) Q8W with Booster, Placebo Fully enrolled Muscle biopsies: Baseline, 12

= weeks, 24 weeks

_8 3.4 mg/kg (Cohort 2B)
N=8 (3:1) Q8W with Booster, Placebo « Patients in MAD stud

S T Fully enrolled _ y

% 3.4mg/kg (Cohort 2A) escalated to highest tolerable
N=16 (3:3:2) Q4W, Recovery, Placebo dose in OLE and LTE

1.8 mg/kg (Cohort 1)
N=16 (3:3:2) Q4W, Recovery, Placebo Fully enrolled

Global Strategy & Adaptive Trial Design To Enable Rapid Achievement of Potentially Registrational Clinical Data

v Dyne Doses provided refer to ASO component of DYNE-101. Recovery cohort Q4W x 2 doses then placebo for the remainder of the 24W placebo-controlled period. Q8W with booster includes Q4W x 3 12
o doses then Q8W dosing. Study protocol allows for dosing up to 10.2 mg/kg.



Dosing Schedules for Treatment Arms

77 . ACHIEVE

v Biopsy ! %DYN E-101  Placebo

s o 5. %
Q4W Arm
Vqr % v

% X X M X
Q8W Arm

S,

o

Baseline Week 4 Week 8 Week 12 Week 16 Week 20

Needle biopsies taken from alternating TA muscles prior to dosing at baseline, Day 85, and Day 169.

Week 24

1.
YDyne Note: Represents dosing during 24-week multiple ascending dose (MAD) stage. Patients in MAD study escalated to highest tolerable dosein 24-week OLE and 96-week LTE.

13



ACHIEVE Baseline Participant Characteristics

1.8 mg/kg Q4W | 3.4 mg/kg Q4W | 5.4 mg/kg Q8W

Mean (SD) or n(%)

(N=8)2
Age (years) 34.6 (10.4) 34.3 (7.6) 39.6 (7.0)
Female n(%) 7 (43.8%) 3 (18.8%) 5 (62.5%)
BMI (kg/m?) 22.4 (5.3) 23.8(3.8) 21.7 (2.7)
CASI 0.62 (0.26) 0.67 (0.20) 0.79 (0.14)
CTG Repeats 375 (217) 527 (241) 586 (294)
VHOT (sec) (middle finger) 11.2 (4.3) 8.0 (5.7) 10.1 (6.2)
QMT Total (% predicted) 49.6 (10.9) 47.8 (10.6) 45.8 (16.1)
10M-RWT (sec) 3.5(0.8) 3.6 (0.7) 4.7 (2.1)
5 Times Sit to Stand (sec) 9.33 (2.02) 10.05 (3.03) 12.28 (5.96)
DM1-ACTIVe Total 43 (7) 42 (7) 44 (6)
MDHI Total 25 (20) 25 (20) 16 (9)

LIT

14



Muscle Delivery Splicing Function PRO
DYNE-101 Safety Profile Is Favorable to Date

Summary of Treatment Emergent Adverse Events (TEAEs)?! Most TEAEs Were Mild or Moderate in Intensity
o . . * 6 serious TEAEs unrelated to study drug
FEUEIRENS Sl =) M348 i () = Atrioventricular block first degree (1) 2
TEAE 1.8 mg/kg 3.4 mg/kg 3.4 mg/kg 5.4 mg/kg 6.8 mg/kg Overall = Pneumonia (2 events in same participant)
Category Q4W+Rec. | Q4W+Rec. Q8W Q8W Q8W = Pulmonary embolism (1) 3
N=16 N=16 N=8 N=8 N=8 (N=56) * Hyponatremia (1)

Influenza (1)
« Most common TEAEs (220% participant incidence)*
Any related = Nasopharyngitis (32%)
TEAE 8 (50%) 8 (50%) 2 (25%) 3 (38%) 5 (63%) 26 (46%0) = Procedural pain (29%)

= Infusion-related reaction (21%)

Any TEAE 16 (100%) 16 (100%)  8(100%) 8 (100%) 7 (88%) 55 (98%)

Any serious

0, 0, 0,
TEAE ey 0 B 0 0 e Additional Safety Data
Any serious * Liver enzyme elevations have been observed in a minority of participants
_rl_eEIaAtEd s g e o Y ¢ = Noimpact on liver function (bilirubin or coagulation)

= Interpretationis complicated by underlying disease and elevated baseline values

Any TEAE up to ~2.5x greater than the upper limit of normal
leading to 0 0 0 0 0 0 « No participants have demonstrated persistent related anemia or
withdrawal thrombocytopenia
Any TEAE
leading to 0 0 0 0 0 0
death

~680 Doses Administered to Date Representing Over 55 Patient-Years of Follow-Up?

1. Data as of August 20, 2024; 2. Transient worsening of atrioventricular (AV) block in a participant with ongoing medical history of first-degree AV block; 3. Attributed to risk factors for pulmonary embolism; 4. All
cohorts combined; preferred terms are reported

¥Dyne 15



DYNE-101 Designed to Address the Foundational Spliceopathy of
DM1 to Enable Comprehensive Functional Improvement

Robust Delivery Validated Biomarker

ASI: normalized PSI

Normalized PSI

FORCE Platform Splicing

¥YDyne

Early Indicator of
Functional Improvement

7>

Myotonia

Broad
Functional Improvement

= =D

Muscle Strength: @

Quantitative Muscle Testing

Functional Assessments: @

10-Meter Walk / Run;
5x Sit to Stand

Patient Reported Outcomes:
Myotonic Dystrophy Health
Index (MDHI); DM1-ACTIVe®

16



Safety Muscle Delivery Function
DMCRN NHS Enabled Establlshment of Composne Alternative Splicing

Index (CASI) as Biomarker Correlating with Clinical Function in DM1

CASI: Composite Alternative

PSI = Percent Spliced In ASI: Alternative Splicing Index Splicing Index
PSI: before normalization _
- T ; : ::m; Healthy —

PSRN
W BD S R

;:'e

Targeted sequencing reads to
calculate Percent Spliced In (PSI) of
specific exons

VDyne 1. Reference PSI described within Thornton CA et al.,
[ ] e AT

Normalize to reference PSI from
healthy controls and patients
from DM1 natural history studies 1

A Function

Clinical
Function
Most severe
disease | |
0.0 0.5 1.0
Healthy Most severe

CASI| Score disease

Compute the mean of normalized PSI
from a panel of 22 genes.

0 representing median score of healthy

subjects; 1 representing 95th percentile
severity of DM1 patients

Lancet Neurol, 2023; 22: 218-228; DMCRN NHS: Myotonic Dystrophy Clinical Research Network natural history study. 17



Monthly Dosing of DYNE- 101 Demonstrated Dose Dependent Delivery

and Consistent Splicing Correction at 3 Months
DYNE-101 Q4W @ ﬁf ﬁ;r“ % % % ﬁf

DYNE-101 Q8W % Gf % Qr Gf
[ [ [ [ [ | | Months
Biopsies A A A
2" biopsy 1 month post
most recent DYNE-101 dose

= ASO Muscle Concentration CASI-22
v 80 10
+ ()
~ =
U) —
= (]
(@)
S § 0 -
60
S £ 2
g g
E q) '10
S 2
e 40 @
o e
© O .20
O S
Q =
< G
] 20 [}
S S 30 .
s — ASEE L 5/5 ! 6/6
= (</() 1 Splicing 1 Splicing | 1 Splicing
= O \Correction] 1 Correction}  iCorrection,
3 0 N 40
> Placebo 1.8 mg/kg Q4W 3.4 mg/kg Q4W 5.4 mg/kg Q8W Placebo 1.8 mg/kg Q4W 3.4 mg/kg Q4W 5.4 mg/kg Q8W
n=12 n=6 n=6 n=6 n=12 n=5 n=5 n=6
YDyne | | I _ » 18
. regmarmTey Note: One post-baseline sample in 3.4 mg/kg Q4W treatment group not included within splicing assay as the sample did not meet QCcriteria.



Safety Muscle Delivery Splicing Function PRO

Recovery Data Supports Less Frequent Dosing Regimen

CASI-22 at 3 Months Q4W Active Arm

15
Q DYNE-101
£ Y ¥ §F 5§ & & @
@ [ [ [ [ [ [ | Months
© = Biopsies A A A
“EJ 5 % 2" biopsy 1 month post
o most recent DYNE-101 dose
Q
2
S °
=
@)
X
S
$ -15 Placebo
E [ ! 1
A DYNE-101 ' ' ' '
G L
&) [ | | | | | | Months

-25 Biopsies A A A

Placebo 3.4 mg/kg Q4W 3.4 mg/kg Recovery 2"d biopsy 2 months post

most recent DYNE-101 dose
n=12 n=5 n=6

Robust Splicing Correctionin Both Q4W and Recovery Arm with 3.4 mg/kg Dose

¥Dyne "



Safety Muscle Delivery Splicing PRO

Continued Improvement in Functional Myotonia at 6 and 12 Months
1.8 mg/kg Q4W myotonia benefit increased from 3.1 seconds at 3 Months to 4.4 seconds at 12 Months

vHOT Middle Finger Change from Baseline

2.5
- +0.7 sec., +9% change from baseline
W 0.0
0p]
) £
ne
S @ -2.0 sec., -30% change from baseline
0
2D c -25
it m
S
QL o
T = B
S
& 50 -4.5 sec.,
© -38% change from baseline -4.4 sec..
-39% change from baseline
75
Visit: Baseline Day 85 Day 169 < OLE » Day 337
Cohort Placebo (n=12) @ 1.8 mg/kg Q4W (n=6) @ 3.4 mg/kg Q4W (n=6) —@— 5.4 mg/kg Q8W (n = 6)
Baseline vHot:
Mean (SE) 7.46 (0.92) 11.25 (1.78) 6.58 (1.6) 11.92 (2.32)

1. Middle Finger (sec) is the average of all myotonia trials for an individual participant in ACHIEVE.
VDyne Note: Placebo group includes 12 participants at Day 85 and 8 participants at Day 169. Mean percent change from baseline for placebo group are based on baseline values from 12 patients. 20
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Safety Muscle Delivery Splicing PRO

DYNE-101 Demonstrated Improvement in Muscle Strength
Measured by Quantitative Muscle Testing (QMT)

QMT Total Score

5.0
= 2.5
L
0p]
= F
S 2 oo
I9 0] — )
|_
S § 25
O =
)
o
[
©
=
O -5.0
-7.5
Visit: Baseline Day 85 Day 169 < OLE > Day 337

Placebo (n = 12) @ — 1.8 mg/kg Q4W (n=6) @ 3.4 mg/kg Q4W (n=6) —@— 5.4 mg/kg Q8W (n = 6)

VDyne Note: Placebo group includes 12 participants at Day 85 and 8 participants at Day 1609.
' TR RAMTE Y

£
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Safety Muscle Delivery Splicing . PRO . -
DYNE-101 Demonstrated Early and Sustained Potential Benefit

Across Multiple Timed Function Tests

10-Meter Walk/Run Test . 5 Times Sit to Stand
0.4
2.0

~s = 15
S 0.2 m
@ )] . n
3 F & F 10 =
— o 0.0 L o Q
c = o] S
S O c o 05
= &
=5 = 5
R e
23 04 &g 0°
z s 5
o c <
<45 5 1.0

-0.6

-15
-0.8 -2.0
Visit: Baseline  Day 85 Day 169 «<— OLE — Day 337 Visit: Baseline Day 85 Day 169 «—— OLE — Day 337

Placebo (n = 12) @ — 1.8 mg/kg Q4W (n=6) @ 3.4 mg/kg Q4W (n=6) —@— 5.4 mg/kg Q8W (n = 6)

VDyne Note: Placebo group includes 12 participants at Day 85 and 8 participants at Day 1609. 22
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Safety Muscle Delivery Splicing Function “

DYNE-101 Showed Improvement from Baseline in Activities of Daily Living
Measured by DM1-ACTIV® Patient Reported Outcome

DM1-ACTIV®

5.0

2.5

0.0

DM1-ACTIV®
Change from Baseline +/- SEM

-2.5

Q
£

-7.5
Visit: Baseline Day 169 < OLE > Day 337

Placebo (n =8) —@— 1.8 mg/kg Q4W (n=6) @ 3.4 mg/kg Q4W (n = 6)

VDyne Notes: Patient-reported outcomes (PRO), including DM1-ACTIVc, collected at baseline, Day 169 and Day 337. 23
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Safety Muscle Delivery Splicing Function “

DYNE-101 Demonstrated Clinical Benefit Based on Well-Validated PRO
Showed Benefitin 17 out of 17 MDHI Subscales

15.0
10.0
=
L
%)
m;‘ 5.0
| -
o
3L
— O
S g oo
= m
= £
E o
=
= o 50
(@)
c
S
e
O -10.0
-15.0
Visit:

Improved MDHI Total Score

Baseline Day 169 «—— OLE — > Day 337

Placebo (n=8) —@— 1.8mg/kg Q4w (n=6) —@ 3.4 mg/kg Q4W (n = 6)

20.0
10.0
0.0

-10.0
-20.0

10.0
0.0

-10.0
-20.0

10.0
0.0

-10.0
-20.0
-30.0
-40.0

Upper Extremity Function

.\f 3

Baseline

Day 169 «<— OLE—— Day 337

Gastrointestinal Issues

I S—

Baseline

Day 169 «<— OLE——> Day 337

Fatigue

—

Baseline

Day 169 <—— OLE— Day 337

VDyne Note: Patient-reported outcomes (PRO), including Myotonic Dystrophy Health Index (MDHI) collected at baseline, Day 169 and Day 337.
' TR RAMTE Y

2 Improvement
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ACHIEVE Data Demonstrated DYNE-101 Best-in-Class Potential

v Dose-dependent muscle delivery and compelling splicing
correction consistent across patients

Meaningful improvement in multiple clinical endpoints,
v including myotonia, muscle strength, timed functional
assessments, and patient reported outcomes

, A< : H I EVE v Early indication of durable effect beyond monthly dosing
/ o supports exploration of Q8W dosing

v Deepening of response with longer time on therapy
v Favorable safety profile to datel; 6.8 mg/kg Q8W cohort
fully enrolled

Pursuing expedited approval based on regulatory interactions and strength of results

Additional data from ACHIEVE expected in early January 2025

?Dyn,e 1. Data as of August 20, 2024.
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Building a Global DMD Franchise of Transformative Therapies

Overview Clinical Presentation Population

* Mutation in the DMD gene that * Muscle weakness + ~12,000 - 15,000 (US)
encodes for dystrophin * Progressive loss of function « ~ 25,000 (Europe)

* Onset in first few years of life « Loss of ambulation

* Life expectancy ~30 years - Respiratory/cardiac failure

OUR APPROACH
Potential Best-in-class Targeted Exon Skipping

Increase dystrophin expression and enable
less frequent dosing to potentially

Current Approved stop or reverse disease progression
Exon 51 Therapies
Only Increased

Dystrophin
Production

<1%

¥YDyne .



Phase 1/2 Clinical Trial to Evaluate DYNE-251 In Patients with DMD

=. DELIVER

Population Primary Endpoints Additional Endpoints Stages of DELIVER

» Male patients with DMD « Safety and tolerability » Pharmacokinetics * Multiple Ascending Dose
with mutations amenable . change from baselinein  + Change from baseline of: (MAD): 24 weeks
to exon 51 skipping dystrophin protein levels _ Exon 51 skipping - Open-Label Extension
therapy by Western Blot levels (OLE): 24 weeks
 Ages 4to 16 years : . - '
g y — Muscle tissue PDPE Long-Term Extension
* Ambulant and non- tip| (LTE): 96 weeks
ambulant — Multiple assessments
of muscle function,
including NSAA score,
SV95C and certain
timed functional tests
YDynec ESSFASSEZZ?]?&QEES%S522:33: ?izfrcst; SI\TSX;?al\%r?adsfz;rpmagﬁgt;;dig?;sment; SVO5C: Stride Velocity 95" Centile. 21



DELIVER Trial Design =. DELIVER

Global, Randomized, Placebo-Controlled Stage Evaluating Administration of DYNE-251 in Ambulant
and Non-Ambulant Male DMD Patients with Mutations Amenable to Exon 51 Skipping Therapy

MAD Study Details

Registrational 20 mg/kg Q4W

o ) Enrolling
eI \=32 (3.1) * |V administration of DYNE-
ST 251 or placebo every 4 weeks
mg/kg
= Dose Optimization N=8 (3:1)! Fully enrolled or every 8 weeks
E Cohorts 10 mg/kg Q4W Eullv enrolled * Muscle biopsies: Baseline
N N=8 (3:1) y 2
= and 24 weeks
S 5 mg/kg Q4W ) )
-c% Starting Dose N=6 (2:1) Fully enrolled . Patlelnts(;n Mr,?_\DhstudyI y
o Cohorts escalated to highest tolerable
2'8336”((92;%4\/\/ Fully enrolled dose in OLE and LTE

1.4 mg/kg Q4W*
N=6 (2:1) Fully enrolled

0.7 mg/kg Q4W*

N=6 (2:1) Fully enrolled

Global Trial Designed to be Registrational and to Enable Rapid Achievement of Predicted Pharmacologically Active Dose Levels

Doses provided refer to PMO component of DYNE-251. Cohorts randomized to active arm or placebo.
VD 1. All participants in DELIVER starting dose and dose optimization cohorts are currently receiving 20 mg/kg dose, including 32 participants dose escalated following the placebo-controlled period
yne from starting doses lower than 20 mg/kg and 14 participants initiated at 40 mg/kg who are now being dosed at 20 mg/kg following evaluation of the safety profile at 40 mg/kg. 2. Muscle biopsies 28
taken at baseline and 24 weeks in 2.8 mg/kg Q4W cohort to 20 mg/kg Q4W cohort; biopsies not taken in 0.7 mg/kg and 1.4 mg/kg cohorts.
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DELIVER Baseline Participant Characteristics: By Cohort

mean (SD) or n(%)

Age (years)
BMI (kg/m?)
Age of Symptom Onset (years)

Corticosteroid dosing regimen (n (%))?*
Daily
Other

Prior DMD Therapy (n (%))
Eteplirsen
Other

NSAA Total Score
10 Meter Run/Walk (sec)
Time Rise From Floor (sec)

Stride Velocity 95t Percentile (m/sec)

?Dyne Note: Q4W and placebo arms are reported together for baseline characteristics. N/A: not applicable as data not collected.
' 1. Historical corticosteroid regimen based on medical history; a participant can be counted in multiple categories.

LIT

0.7 mg/kg

(N=6)
10.8 (2.2)
19.5 (3.4)
3.7 (1.8)

4 (66.7%)
2 (33.3%)

4 (66.7%)
2 (33.3%)

22.2 (7.2)

6.1 (1.5)

8.5 (4.0)
N/A

1.4 mg/kg

(N=6)
8.0 (3.5)
18.6 (2.2)
4.5 (2.1)

4 (66.7%)
3 (50.0%)

2 (33.3%)
1 (16.7%)

22.8 (10.5)
6.3 (5.2)
3.1(0.3)

N/A

2.8 mg/kg
(N=6)

10.7 (2.9)
22.6 (6.3)
2.8 (1.8)

5 (83.3%)
2 (33.3%)

5 (83.3%)
0

20.3 (9.0)

6.9 (3.6)

6.9 (4.9)
N/A

5 mg/kg
(N=6)

8.3 (2.8)
20.9 (1.6)
3.7 (3.1)

6 (100.0%)

0

1 (16.7%)
0

21.0 (7.0)

5.1 (1.5)

5.0 (2.6)
N/A

10 mg/kg
(N=8)

6.6 (2.2)
18.3 (3.2)
2.8 (1.6)

8 (100.0%)
0

1 (12.5%)
1 (12.5%)

25.3 (6.4)
4.6 (1.9)
6.3 (5.6)
1.9 (0.5)

20 mg/kg
(N=8)

8.1 (2.4)
18.6 (5.1)
2.9 (2.0)

8 (100.0%)
2 (25.0%)

0
2 (25.0%)

15.6 (5.1)
7.7 (3.8)
5.1 (2.3)
1.4 (0.5)
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Muscle Delivery Exon 51 Skipping

Dystrophin by WB

Function

DYNE-251 Safety Profile Is Favorable to Date

Summary of Treatment Emergent Adverse Events (TEAEs)?!

Participants with 21 TEAE — n (%)

TEAE Category 0.7mg/kg | 1.4 mg/kg | 2.8 mg/kg 10 mg/kg 20 mg/kg
Q4aw Q4w Q4w QAW QAW
N=6 N=6 N=6 N=8 N=8

Any TEAE 6 (100%) 6 (100%) 4 (67%) 6 (100%) 7 (88%) 8 (100%)

Any related TEAE 3 (50%) 3 (50%) 0 6 (100%) 3 (38%) 4 (50%)

Any serious TEAE 0 0 1 (17%) 0 0 1 (13%)

Any serious related

TEAE 0 0 0 0 0 0

Any .TEAE leading 0 0 0 0 0 0

to withdrawal

Any TEAE leading 0 0 0 0 0 0

to death

40 mg/kg
Q8W7
N=8

6 (75%)

1 (13%)

2 (25%)

40 mg/kg
Q4wW’
N=6
4 (67%)
2 (33%)

2 (33%)

2 (33%)

Most TEAEs Were Mild or Moderate in Intensity
3 serious TEAESs potentially related to study drug in two participants
* Acute kidney injury (1); thrombocytopenia (1) 2

Overall* + Pancytopenia (1) 3

* 6 serious TEAES unrelated to study drug

» Dehydration due to gastroenteritis (1)

*  Femoral neck fracture (1); gastric volwulus (1) 4

* Tibia fracture (1)

*  Febrile conwulsion (1); pyrexia (1) ®

Most common TEAES (>20% participant incidence)®

*  Pyrexia (32%)

» Nasopharyngitis, headache, vomiting (each 26%)

6 (11%) .« Fall (26%)

* Infusion-related reaction (20%)

N=54

47 (87%)

22 (41%)

240 additional Safety Data
»  Other than two participants with serious TEAES in 40 mg/kg Q4W cohort:
0 = No participants have demonstrated persistent related anemia or
thrombocytopenia
0 = No participants have demonstrated kidney injury

* No participants have demonstrated clinically meaningful changes in
electrolytes, including magnesium

~675 Doses Administered to Date Representing Over 50 Patient-Years of Follow-Up?

1. Data as of August 21, 2024; 2. Events have same day of onset in a single participant in the context of fever, hemolysis, diarrhea and positive blood in stool; together, these events are potentially consistent with hemolytic uremic
syndrome (HUS) with a potential infectious etiology. 3. Participant had a history of hemolytic anemia of unidentified etiology prior to enrolling in DELIVER. Presented with fever and tonsilitis; all symptoms resolved without
therapeutic intervention 4. Events occurred in same participant at different times; 5. Events occurred in same participant at different times; 6. All cohorts combined; preferred terms are reported; 7. 14 participants initiated at 40

mg/kg who are now being dosed at 20 mg/kg following evaluation of the safety profile at 40 mg/kg.

¥Dyne
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Safety Exon 51 Skipping Dystrophin by WB Function
DYNE-251 Drove Dose Dependent Delivery of PMO to Muscle

4500 PMO Muscle Concentration

3,000

Mean Tissue PMO Concentration (ng/g) + SEM?

1,500 -
T
657
0 .
Baseline 6 Months Baseline 6 Months Baseline 6 Months Baseline 6 Months
n=7 n=8 n=4 n=4 n=4 n=5 n=6 n=6
Placebo DYNE-251 5 mg/kg Q4W DYNE-251 10 mg/kg Q4W DYNE-251 20 mg/kg Q4W

! Dyne 1. DELIVER biopsy taken approximately 28 days after mostrecent dose; 6 months = Week 25 for DELIVER. 31



Safety Muscle Delivery Exon 51 Skipping Dystrophin by WB Function

DYNE-251 Demonstrated Dose-Dependent Exon Skipping

. Exon 51 Skipping
T 4
L
n
+
S
~ 3
(@)
=
Q.
2
=
wn
— 2
Lo
c
o
X
L
S
o 1
=

6 Months

0.1 0.04 0.10 0.07 0.10
0 — —— ——
Baseline 6 Months Baseline 6 Months Baseline 6 Months Baseline
n=8 n=8 n=4 n=4 n=5 n=6 n=6
Placebo DYNE-251 5 mg/kg Q4W DYNE-251 10 mg/kg Q4W DYNE-251 20 mg/kg Q4W

! Dyne 1. DELIVER biopsy taken approximately 28 days after mostrecent dose; 6 months = Week 25 for DELIVER.



Safety Muscle Delivery Exon 51 Skipping Dystrophin by WB Function

Higher Doses of DYNE-251 Continued to Drive Robust Dystrophin Expression
DYNE-251 Showed 3.7% Unadjusted Dystrophin at 6 Months

Unadjusted Dystrophin
“ 3.15
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(@)

D 2
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o 0.28
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@) 1

T
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Baseline 6 Months Baseline 6 Months Baseline 6 Months Baseline 6 Months
n=8 n=8 n=4 n=4 n=6 n=6 n=6 n=6
Placebo DYNE-251 5 mg/kg Q4W DYNE-251 10 mg/kg Q4W DYNE-251 20 mg/kg Q4W

! Dyne 1. DELIVER biopsy taken approximately 28 days after mostrecent dose; 6 months = Week 25 for DELIVER. 33



Safety Muscle Delivery Exon 51 Skipping Function
DYNE-251 Positioned as a Potentially Best-in-Class Next Generation Exon

Skipper, Achieving 8.7% Muscle Content Adjusted Dystrophin at 6 Months

Muscle Content Adjusted Dystrophin

% 12 7.37
L
n |
+
= 6.94
£ Muscle-content Dystrophin (MHC normalized) |
L adjusted =
9 dystrophin? % Muscle Content
£ 8
<
o
o
17
>
a
©
(O]
N
©
=
S 4
@) 0.44
T
5 .
<
s
= [ .
< 1.19 . 1.35
= '
Baseline 6 Months Baseline 6 Months Baseline 6 Months Baseline 6 Months
n=7 n=8 n=4 n=4 n=>5 n=6 n=6 n=5
Placebo DYNE-251 5 mg/kg Q4W DYNE-251 10 mg/kg Q4W DYNE-251 20 mg/kg Q4W

! Dyne 1. DELIVER biopsy taken approximately 28 days after mostrecent dose; 6 months = Week 25 for DELIVER. 34



Safety Muscle Delivery Exon 51 Skipping Dystrophin by WB PDPF Function

PDPF: Clear Improvement in Dystrophin Localization to Sarcolemma

at 6 Months

Laminin

YDyne

Notes: DELIVER biopsy taken approximately 28 days after most recent dose. Notes: scale bar is 100 pym.
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Safety Muscle Delivery Exon 51 Skipping Dystrophin by WB

Improvements Across Multiple Functional Endpoints in Multiple Cohorts
Baseline Values Inform Interpretation of Data; Ongoing Exploration of Longer Timepoints

= NSAA Total Score < Stride Velocity 95" Centile

¢ 35 W04
o = Ny
= + — +
S o 2.0 S o
= w.£ 0.2
f_j 8 0.5 d E g d
S @ Ry

e -1.0 S E
é (@] > o '0.1
Z ()] . ()

2 2

8 -4.0 g -03

@) Baseline Day 85 Day 169 Day 337 (@) Baseline Day 85 Day 169

+—— OLE — < OLE >

< Timed Rise from Floor Timed 10-Meter Walk / Run Test
o w
\(%/U.) 8.0 = 25

- @ LW
— 4 +— o) +—
,_—8|_ 2 6.0 S : f 15 ] <

= = +
£2a Z< o5
X2 . i DE‘ =05 + ~+
T o '
3= — - =2
= 8 -20 3 %-1.5

O Baseline Day 85 Day 169 Day 337 € S Baseline Day 85 Day 169 Day 337

'|: ]
+—— OLE — 3] < OLE g
Placebo (n=6 for SV95C _ . . _ .
VDyne and n=14 for other endpoints) * DYNE-251 10 mg/kg Q4W (n = 6 for all endpoints) —‘— DYNE-251 20 mg/kg Q4W (n = 6 for all endpoints) .

- e APy

1. During the OLE, all participants in 10 mg/kg cohort were dose escalated to 20 mg/kg Q4W regimen.



Safety Muscle Delivery Exon 51 Skipping Dystrophin by WB
DYNE-251 Drove Clinically Meaningful Improvements in Stride Velocity 95" Centile

SV95C is a Qualified Primary Endpoint for Duchenne Trials in Europe and Leveraged Across Global Trials

Stride Velocity 95t Centile (SV95C)

0.4
2 - - . - -
) . * SVO5C is a digital objective
<~ 02 endpoint of ambulatory
g :) performance in patients’ normal
w = daily environment
E 3
O 0‘8 * Patients in DELIVER wore the
& £ device on each ankle for 3 weeks
(?) 2 g' prior to the clinic visits
o 0.1 e
<X « The change from baseline met
g the published MCID by the EMAL
-0.3
Visit: Baseline Day 85 Day 169 <« OLE ——— Day 337

Placebo (n=6) —@— 10 mg/kg Q4W (n=6)2 —@— 20 mg/kg Q4W (n = 6)

VDyne 1. Minimal clinically important difference (MCID) as defined by EMA in its qualification opinion for SV95C as primary endpoint in studies in ambulatory DMD studies. 2. During the OLE, all
L ] PR AT

™. participants in 10 mg/kg cohort were dose escalated to 20 mg/kg Q4W regimen. 87



Opportunity to Build a Global DMD Franchise:
Leading with DYNE-251, Payloads Identified for Exons 53, 45, 44

Exon 51 — 13%
Exon 53 — 8%
Exon 45 - 8%
Exon 44 — 6%
Exon 50 — 4%
Exon 52 — 4%
Exon 43 — 4%
Exon 55 — 2%

&,
g Exon 8 — 2%
Other exon skips — ~30%
May not be amenable
to exon skipping — ~20%

YDyne -

..........

Approximately

80% of patients m
have genotypes amenable

to exon skipping



FORCE Positions Dyne With Potential Leading Role in Evolving
DMD Therapeutic Landscape

Potency
Durability
Dosing
Tolerability

Manufacturing

¥YDyne

FORCE
H

)
g

AL

5

\/ Targeted muscle delivery,
near full-length dystrophin

‘/Durable target engagement
\/ Re-dosable, titratable

\/ Favorable safety profile

\/Well-established, scalable

Muscle delivery is the challenge

Clinical data to date validates
FORCE's targeted delivery to muscle

Non-targeted delivery modalities face
significant challenges, including
an acceptable therapeutic index

SMA landscape strong analogue to
DMD with ZOLGENSMA (gene
therapy) and SPINRAZA (oligo) playing
an important role in evolving standard
of care
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Advancing DYNE-251 Towards Potentially Registrational Data Set

v Unprecedented level of dystrophin generated, with 3.7%
unadjusted and 8.7% muscle content adjusted dystrophin

Improvements in multiple functional outcomes, including

v SV95C, an approvable endpoint in Europe, in multiple
o Gl cohorts
=. DELIVER
au» ¢
v Favorable safety profile to date!; enrolling registrational

cohort at 20 mg/kg Q4W

v Supports further development of DMD global franchise

Enrolling registrational cohort based on regulatory interactions and strength of data

?Dyne 1. Data as of August 21, 2024.
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Driving Towards Potentially Transformative DM1 and DMD Therapies

+2. ACHIEVE | <= DELIVER

Delivered on the Promise of FORCE: Enhanced Delivery of Therapeuticsto Muscle

Compelling Impact on Key Disease Biomarkers and Improvements in
Multiple Functional Endpoints in Both DM1 and DMD

Favorable Safety & Tolerability Profile

Fully Enrolled Through 6.8 mg/kg Cohort Enrolling Registrational Cohort
Additional Data Expected in Early at 20 mg/kg
January 2025

Pursuing Expedited Approvals, including Accelerated Approval in the U.S., for Both Programs




FSHD Program

Overview Clinical Presentation Population

Aberrant expression of * Progressive wasting and + ~16,000 - 38,000 (US)
DUX4 skeletal muscle loss - ~35,000 (Europe)
* Onset in teen years or « Significant physical limitations

young adulthood
* Normal life expectancy

OUR APPROACH
Disease-Modifying DUX4 Knockdown

Targeting toxic DUX4 mRNA expression to
potentially stop or reverse disease progression

NO

approved

therapies

¥YDyne .



DYNE-302 Targets the Genetic Basis of FSHD

b Chromosome 4

11-120 Repeats

\\Fﬂ \\P‘@
mﬁﬁww
>0 X > -
DAZ4 REPEATS D4Z4 REPEATS
DYNE-302: designed to address the
genetic basis of disease by
targeting toxic DUX4 expression 3

with siRNA payload

¥YDyne

FSHD

<10 Repeats

DuUX4
DUX4 Transcriptome (D4T)
iy S A
% ? Rl H
§ R

Muscle
cell death
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The hTfR1/IFLEXD Mouse Model Recapitulates Multiple Aspects of

Human FSHD

Cell
Death DUX4
e Sporadic ———
A DUX4
activation ceceocce occe
FSHD
Cell
h q Death DUX4
% Chronic, sporadic  z=2---- .
DUX4 {\*_-__"l ® 000 0000
hTfRLIFLExD ~ 2ctvaton
(Uninduced)

Cell

Death DUX4

A, Acute, widespread DD XX

DUX4 o
hTfR1/iELExD  activation [®°°°/(&eccigeee
(Induced)

TTTTTTTTTTTT

Years

Weeks

Days

Cell
Regeneration Death
@REW) [+ + oWl ¢

_______

Cell
Regeneration Death
@EED + -+ (Wl

_______

Cell
Regeneration Death
@EEE®) (elsic « folsic s

______________
_____________________

_____________________

Slowly progressing
myopathy and
functional decline

Slowly progressing
myopathy without
functional decline

Rapidly progressing
myopathy with
functional decline

44



Single Dose of DYNE-302 Achieved Robust, Durable, and Dose-Dependent
DAT Knockdown in Skeletal Muscle of hTfR1/IFLExXD FSHD Mice »

Quadriceps Gastrocnemius Tibialis Anterior
150 - 150 - 150
R 1254 125- T 125-
G 100 1004 % ® 1004 + % }
=
g 754 75 T
L 75_
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= 90 50- 50
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0 257 25 25
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Weeks Post Injection Weeks Post Injection Weeks Post Injection

@ \enhice DYNE-302 Low Dose @ DYNE-302 Medium Dose @) DYNE-302 High Dose

DYNE-302 demonstrates potential for infrequent dosing, out to Q12W

VDyne Notes: Uninduced hTfR1/iIFLEXD mice dosed with vehicle or DYNE-302 on day 0, analyzed at indicated weeks. Data are means = SD; n = 4 - 12. DAT is an average of mouse Wfdc3, Sord, and 45
®  Fmeencs Serpinb6c MRNA markers.



Single Dose of DYNE-302 Corrected Muscle Pathology in Quadriceps
of the Uninduced hTfR1/IFLEXD FSHD Model at 12 Weeks »,

DYNE-302 reduces hypotrophic myofibers Quantification of hypotrophic myofiber reduction
Vehicle DYNE-302 High Dose
.. o 2 . ; ! P 30_
(1))
_______ o __ 254
= 2
S 8 204
£ F
O 8 15-
L 0O
=2 T
2 o6 104
QX
) S~ 5-
A N L
______ 0 |
: Vehicle Vehicle DYNE-302
hTfR1/iIFLEXD High Dose
Laminin .
o Normal hTfR1/iFLEXD

_ _} Fiber splitting (hypotrophic myofibers)

\\\\\

YDyne Notes: Uninduced hTfR1/iIFLEXD mice dosed with vehicle or DYNE-302 on day O, analyzed on week 12. Data are means + SD; n =4 — 9. 46
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Study to Establish DYNE-302 Functional Benefit in the Induced
hTfR1/IFLEXD FSHD Mouse Model

Treadmill B
readmi :
L Induct . :
Acclimation Training eHeRen Treadmill Testing
[ — T T [ ) 1
$ $ $ \ 4
Study days: -14 -11 -7 -4 01 3 7 10 14

Vehicle{ *} Normal Control

[ Low )4 Yy

DYNE-302] pedium vY - hTfR1/iFLEXD
Dose —

i High ‘ ; ‘

VIV Dose ¥ TMX, PO 4 Study end

YDyne Notes: IV = intravenous; PO = oral gavage; TMX = tamoxifen; hTfR1/iIFLExD mice lacking ACTA-CRE-ER transgene were used as controls for TMX effect on function (normal control).

TTTTTTTTTTT hTfR1/IFLExD mice that were not induced with tamoxifen were also included as uninduced control (not shown).
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Single Dose of DYNE-302 Demonstrated Functional Benefit in the
Induced hTfR1/iIFLExD FSHD Mouse Model

Functional assessment in forced treadmill run test

200 —
. Vehicle — Normal control
= 150 — @ DYNE-302 High |
© B @ DYNE-302 Medium
8 c - hTfR1/iFLExD
© o DYNE-302 Low
e
+5 100 -
S 3 @ Vehicle |
© S
K £
50
Tamoxifen
Acclimation Training w W Fatigue
K i | , | .
0 | [ | | | | | | [ [ [ | |

-10 -8 -6 -4 -2 0 2 4 6 8 10 12 14
Study day

YDyne Notes: Mice dosed with vehicle or DYNE-302 on Day -14. Data are means = SEM, n=5 - 6. 48
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YDyne

THERAPEUTICS

Building the World’s Leading Muscle Disease Company

Win in DM1, DMD, FSHD Own Muscle Delivery & Dynamo Culture
Leverage FORCE

¥YDyne
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